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P-ROGCGEEDI-NGS
(8:06 a.m)
ACTI NG CHAI RVAN KATZ: Good norning. For
those of you who were not here yesterday, ny nane is
Nat hani el Kat z. This is the Anesthetic and Life
Support Drugs Advisory Conmittee neeting, Day Number
Two. The topic is Qpioids, and today we wll be

focusing primarily on addiction and related matters.

What ['d like to begin wth is
i ntroducti ons. Most of the folks from the Advisory
Conmittee introduced thenselves yesterday. However ,

we have sone new faces sitting around the table, sone
of whom are still getting coffee, | suppose. | think
t hose fol ks were here yesterday.

So if we could perhaps go around the U
shaped table and, if anybody was not here yesterday,
if they could briefly introduce thenselves for the
gr oup. Wiy don't we start again at that end of the
t abl e.

DR KWEDER |'m Sandy Kweder from FDA.

DR RAPPAPORT: Bob Rappaport, the Deputy
Division Director for the D vision of Anesthetics,
Critical Care and Addiction Drug Products at the FDA

DR HERTZ: I''m Sharon Hertz, Medical

Oficer with the Dvision of Anesthetics, Critical
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Care and Addiction Drug Products.

ACTI NG CHAI RVAN KATZ: Wy don't we go
ahead and do everyone again, because there are a
nunber of people, | hear, especially from the public
who were not here yesterday. So we can do it quickly,
| think.

DR MAX [''m Mtchell Max. I'm a
neurol ogist at the National Institute of Dental and
Cr ani of aci al Research.

DR LLOYD: And |I'm Lynn Lloyd, the
Executive Director of the Arizona Board of Pharnacy.

DR REIDENBURG |'m Marcus Rei denburg, an
i nterni st and pharnacol ogi st at Cornell.

DR HOLMBCE: [''m Eric Hol nboe. I'm a
general internist fromYale University.

DR. ASHBURN: M chael Ashburn, an
anest hesi ol ogi st . I'"'m the Medical Director of Pain
Prograns, the University of Uah and at Prinmary
Children's Medical Center.

DR McNI CHOLAS: Laura McNi cholas fromthe
Uni versity of Pennsyl vania and the Phil adel phia VA |
am a psychiatrist in substance abuse.

DR HORLOCKER: |'m Terese Horlocker. 1'm
an anest hesi ol ogi st at the Mayo d i nic.

DR CONNOLLY: ['"'m Maria Connolly, and I

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

6

am Associ ate Professor at Loyola University, Chicago,

and | amthe Consuner Representative to this panel.

DR. SMLEY: R ch Smley, anesthesiologist

at Col unmbia University in New YorKk.

DR TOBI N I'"'m Joe Tobin, pediatric
anest hesi a and I ntensi ve care, Wake For est,
Uni versity.

ACTI NG CHAI RVAN KATZ: [ m Nat hani el
Katz again. |I'ma neurologist. | amaffiliated with

Bri gham and Wnen's Hospital

and the Dana Farber

Cancer Institute in Boston, Massachusetts.

DR CARLI SLE: |'m Sue Carlisle. I'm an

anest hesi ol ogi st and i ntensivist

from the University

of California, San Francisco, and Chief of Anesthesia

at San Franci sco CGeneral Hospital

DR PARRI S: I'"'m Wnston Parris, Tanpa

Pain Relief Center and Professor

of Anest hesi ol ogy at

Uni versity of South Florida in Tanpa.

DR LEVY: " m Bruce

Levy. |I'mthe forner

Drector at the Texas State Board of Medi cal Exam ners

and the forner Executive Vice President of the

Federati on of State Medi cal Boards.

DR. McLESKEY: Charlie MlLeskey, an

anest hesi ol ogi st . I work for

representing industry today.

S AG CORP.
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MR BLOOM Hi . ['m Jeff Bl oom I'm a

retired AIDS volunteer patient advocate, and |I'm from
Washi ngton D. C.

DR PORTENOY: "' m Russ Portenoy. l'"'m a
neurol ogist and Chairnman of the Departnent of Pain
Medicine and Palliative Care at the Beth |srael
Medi cal Center in New York.

DR. RCOBERTS: Rich Roberts, famly
physi cian, University of Wsconsin.

DR SCHREI NER: Mar k Schrei ner. ['m a
pedi atric anesthesiologist at Children's Hospital,
Phi | adel phi a.

DR ANTHONY: Ji m Ant hony, epi dem ol ogi st
from Johns Hopki ns School of Public Health.

DR. SCHUSTER: Charl es Schuster,
psychophar macol ogi st, Professor of Psychiatry and
Behavi oral Neurosciences and the Director of the
Addi cti on Resear ch Institute at Wayne State
Uni versity.

DR FOLEY: I"m Kathy Foley. I"'m a
neur oncol ogi st and attending neurol ogist at Menori al
Sl oan Kettering Cancer Center, and | direct a project
called the Project on Death in America to inprove the
care of the dying which has an international

perspective to nake drugs available to devel oping
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countries, particularly analgesic drugs for the
treatnent of pain in patients with cancer and Al DS

DR PASSI K: I'm Steve Passik. I'm a
psychol ogi st from Conmuni ty Cancer Care in
| ndi anapolis and the University of Indiana School of
Medi ci ne.

DR CHI LCOQOAT: I''m Howard Chil coat. 1
an epidemologist at the Johns Hopkins Bl oonberg

School of Public Health.

ACTI NG CHAI RVAN KATZ: | thank everybody
for going through that. | want to remnd you, the
speakers, there 1is a technical issue wth the

m cr ophone. So when you speak, you need to hit your
button and turn your mcrophone on, and when you are
fini shed speaking, you need to hit it and turn it off;
because it creates sonme sort of technical problem

Let me make one nore introduction which is
not made yet. This is Kinberly Topper sitting to ny
left. You will hear me whispering back and forth to
her during the neeting when she tells ne what |I'm
doing wong and what |I'm doing right. Wthout her, |
can assure you that there would be no neeting today.
Not hing would happen correctly, and she wll be
reading the conflict of interest disclosure.

IVB. TOPPER: The following specia

SAG CORP
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gover nnent enpl oyees have been granted general matters
wai vers which permts their participation in today's
di scussi on: M chael Ashburn, Janice Bitetti, R chard
Gorman, Eric Hol nboe, Terese Horl ocker, Mtchell Max,
Laura MN cholas, Wnston Parris, Marcus Reidenburg,
Richard Smley, Joseph Tobin, Nathaniel Katz, Llyn
LI oyd, Maria Connolly, Amanda Carlisle.

The Committee will discuss the nedical use
of opiate analgesics in various patient populations,
including pediatric patients and patients with chronic
pai n of nonmalignant etiology, as well as to the risk
and benefit ratio of extending opiate treatnment into

t hese popul ati ons.

The Conmittee will also address concerns
regar di ng t he abuse potenti al, di version and
i ncreasing i nci dence of addi ction to opi at e

anal gesics, especially to the nodified rel ease opiate
anal gesi cs.

The FDA is in the process of amending its
policy concerning disclosure of financial interests
that give rise to waivers for participation in
neetings at which particular products are not at
i ssue. Unli ke issues before Committee in which the
particular product is discussed, issues of broader

applicability such as the topic of today's neeting
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involve many industrial sponsors and academ c
institutions.

The conmttee nenbers have been screened
for their financial interests as they may apply to the
general topic at hand. However, because genera
topics inpact on so many institutions, it is not
prudent to recite all the potential conflicts as they
apply to each nenber

FDA acknowl edges that there may be
potential conflicts of interest but, because of the
general nature of the discussion before the Commttee,
these potential conflicts are mtigated. Shoul d the
di scussion turn to issues related to a specific party
matter, the Chair of the Commttee wll either
termnate the proceedings or redirect the discussion
to only matters of general interest.

Wth respect to FDA's invited guests, the
following are reported interests which we believe
should be made public to allow the participants to
obj ectively evaluate their conments.

Dr. Janmes Anthony serves as a researcher
and has contracts and grants from N DA, N M, NA
CSAT, CSAP and N J. In addition, in the past Dr.
Ant hony has given a talk for Purdue Pharma and has

served as a scientific advisor for Star Scientific.
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Dr. Steven Passik is a researcher on
contracts and grants from Eli Lilly, Janssen, Otho
Bi ot ech, Oganon, and Pfizer. He also consults for
Eli Lilly, Janssen and Otho Biotech. Addi tional ly,
he is a scientific advisor to Eli Lilly, Janssen,
Adol or, and he receives speaker fees from Eli Lilly,
Janssen, Otho Biotech, Or ganon, Pfizer, Pur due
Phar ma, Roxanne and Knol | .

Dr. Richard Roberts 1is a scientific
advisor to Pharmacia's Detrol d obal Advisory Board
and the Pfizer/ Pharmacia Bextra Primary Care Advisory
Boar d.

Dr. Charles Schuster has consulted for
Al za Corporation in the past.

Dr. Neil Schechter serves on Astra-
Zeneca's Speaker Bureau.

Dr. Mark Schreiner is a Mdical Director
of the Children's Cinical Research Institute. As
such, he is involved in clinical trials sponsored by
Baxt er Pharnmaceutical, Sanofi Synthel abo, Novartis,
Purdue Pharma, L.P., King Pharnmaceuticals, Abbott, and
d axoSm t hKl i ne. He receives no direct conpensation
fromthe pharnmaceutical sponsors.

Dr. Kathleen Foley in the past ten years

has consulted with many of the conpanies that nake
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anal gesic drugs. In the past year she has worked with
Purdue Pharma, Janssen, Knoll and Abbott. She is also
on the Speakers Bureau for Purdue Pharma, Knoll and
Janssen. Additionally, she is a scientific advisor to
t he American Pain Foundati on.

Dr. Russell Portenoy has constituencies
with Merck, Ligand, and AKkros. He is also on the
Speakers Bureau for Purdue Pharnma and Janssen. Dr.
Portenoy also serves as scientific advisor for Cna
Phar maceuticals, Durect, Chrysalis. Additionally, he
reports involvement on contracts and grants wth
Par ke-Davi s, Boehringer Ingelheim El an, Otho Bio,
Endo, Ametek, Medtronic, Purdue Pharma, Pfizer,
Janssen, Abbott, Curatech, Otho-MNeil, Elan, Pfizer
and Searl e.

In addition, we would like to disclose
that Charles MlLeskey is participating in this mneeting
as an industry representative and acting on behal f of
regul ated industry. As such, he has not been screened
for conflict of interest. Thank you.

ACTING CHAIRVAN KATZ: Thank  you,
Kinberly. What 1'd like to do now is to reintroduce
Dr. Bob Rappaport, who is Deputy Division Director of
the Division of Anesthetic Critical Care and Addiction

Drug Products at the FDA, and he wll be giving us

SAG CORP
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i ntroductory coments this norning.

DR RAPPAPCRT: Dr. Katz, nenbers of the
Conmittee, |adies and gentlenen, | would |ike to thank
you for returning for the second day of this Advisory
Conmittee neeting on opiate anal gesi c use and abuse.

| would also like to thank the Conmttee
for their discussion and commentary at yesterday's
session. | am confident that your input wll prove
i nvaluable in our deliberations with our colleagues in
i ndustry regarding their developnent prograns for
opi at e anal gesi cs.

| would also like to thank the many
i ndi vidual s who have taken their time from their busy
lives to present at the open public hearings. Your
voi ces, too, wll inpact on the decisions we nake in
the future.

Yesterday we addressed the many practica
issues related to the interface between clinical
practice and clinical trial design. Today we will
address the difficult topic of risk nanagenent.

Opi at e anal gesics are a two-edged sword in
t he nmedi cal armanentarium They provide precious pain
relief, relief of disconfort and relief of fear for
many patients in pain, and yet their use can al so have

devast ati ng ef fects when t hey are i mproperly

SAG CORP
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prescri bed, when they are diverted for illicit use or
when children are accidentally exposed to these potent
dr ugs.

Qur purpose today is to find the right
bal ance between the benefits and risks associated with
opi ate anal gesics. W at the agency are well aware of
the concerns of the people who speak passionately for
both the enornous value as well as the significant
ri sks associated with these products.

To help us to continue to provide safe and
effective opiate analgesics to patients in need while
avoiding the inherent risks of these products, we ask
that you focus your conments on the discussion points
that we have provided to you in your background
packages. W also ask that you open your mnds to
both sides of what is clearly an enotional and conpl ex
topic for all of us.

Today you wll first hear an industry
perspective on the devel opnent of opiate anal gesics.
Following that, Dr. Judy Ball fromthe Substance Abuse
and Mental Health Services Admnistration will present
data on abuse and diversion of these products.

Dr. Deborah Leiderman wll inform vyou
about the process by which the FDA assesses the abuse

l[iability of new drug products, and M. Howard Davis
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will present the DEA' s perspective on crimnal drug
diversion in our comunities.

You wll also be inforned about the
epi dem ol ogy of prescription drug abuse by Dr. Howard
Chil coat, and about the problens associated with drug
abuse in pain patients by Dr. Steven Passik

Finally, Dr. Sharon Hertz will present to
you some of the regulatory approaches that the agency
has enployed thus far to mtigate the problens
associ ated with the abuse of opioid anal gesics.

Armed with this invaluable information, we
are asking that vyou incorporate it into your
deliberations on a series of discussion points.
First, we are asking you to address the adequacy of
the available data to determne the preval ence of
addiction anong patients treated with opiates for
chroni c pain.

Second, we want you to address the
avail able nmethods for assessing and nonitoring
addiction in the clinical setting and how those
met hods m ght be extended to clinical trials.

Finally, we are asking you to comrent on
what neasures we shoul d consi der when we are assessing
t he devel opnent of an overall risk nanagenent strategy

designed to reduce the abuse and diversion of opiate
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anal gesics while avoiding restriction of access to
t hese drug products by patients in need of treatnent.

Once again, as | did yesterday, | would

like to read briefly from Dr. MCormck's cover neno.

Wiile she has been unable to participate in this
neeting due to a nedical condition, her words speak
el oquently to the conflicting concerns we face when
assessi ng opi ate drug devel opnent pl ans.

"This meeting is about the patient
suffering from pain who requires opiate therapy for
adequat e nanagenent . It is about the patient who is
an addict who al so experiences chronic pain. It is
about the individual who may have a propensity for
subst ance abuse, who seeks opiate nmedication under
fal se pretenses.

"It is about the youth who tries
prescription drugs for the first tine and dies from an
over dose. It is about the infant or child suffering
from a painful condition who may benefit from what
once were adult nedications.”

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Rappaport, for introducing sonme of the difficult
chal l enges that we will be facing today in maki ng sone

progress on these issues.
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What we will do now is proceed to the open
public hearing. | see sonme of our speakers are ready.
What | would like to do is just nake a few comments

to the speakers, which are identical to the ones that
| made yest erday.

The purpose of these comments is to nake

sure that everybody from our rather full list gets a
chance to speak their mnd. The main thene here is
that | am going to be the nasty guy that nakes

everybody stick to their required tinme. So you' ve got
three m nutes. If you use less than three m nutes,

there's a special place in heaven reserved for you, |

know.

There will be a green light on for two
m nut es. Then it wll turn yellow for your |ast
mnute, and then at the very end there will be a red
light, and then there will be a horrible buzzer, and
then there will be unspeakabl e puni shnents.

Everybody should have a list of the order
of speakers and, if you see that you are next, you
should sit up by one of those "speaker ready"” chairs,
and the FDA technical people will help you find the
ri ght place.

So with that, why don't we have our first

speaker, please.
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V5.  UNDERWOCD: Good norni ng. It's a

pl easure to have this opportunity to speak with you.
I'm Catherine Underwood, and |'m the Executive
Director of the American Pain Society.

The APS is an i nterdisciplinary
prof essional society of over 3500 nenbers. The
Society is a public, not for profit organization and
has received support from pharmaceutical conpanies in
the formof unrestricted educational grants in support
of its m ssion.

Pain is one of the nobst commobn reasons
peopl e consult a physician. Yet it frequently is
i nadequately treated, |eading to enornous social cost
in the form of needless suffering, |ost productivity,
and excessive health care expenditures.

Patients with chronic pain and related
disability are best treated by an interdisciplinary
t eam Since chronic pain is not a single entity but
may have nyriad causes and perpetuating factors,
treatnent strategies and options include behavioral
therapies, rehabilitation, interventional therapies,
and the sustained use of a nunber of different
medi cati ons, including opioids.

Barriers to the use of opioids include

often exagger at ed concerns about addi cti on,

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

19

respiratory depression and other side effects,
including tolerance. In addition, fears of diversion
and regulatory scrutiny weigh heavily on the
physician's mnd when he or she is considering
prescribing these nedicati ons.

The APS shares society's concerns about
addressing the diversion and potent opioids and other
controlled substances for illicit wuse. Subst ance
abuse, including alcohol, tobacco, opioids and other
substances, lead to individual, famly, and societa
harm  However, we nust not allow diversion and abuse
of opioids by sone to deny deserving suffering
patients access to nedications that relieve their
suffering, lessen their disability, and inprove their
quality of life.

When considering options to address opioid
di version, policy makers should carefully consider the
following: Opioids are inportant in the treatnent of
chronic pain, and benefits far outweigh risks in
carefully selected patients. pioids should be
adm nistered within the context of established patient
care guidelines.

Physician and other health care provider
education and training regarding the diagnosis and

treatnent of pain is poor. Patient care and outcones
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could be inproved with better education.

Tensi on exists between efforts to decrease
abuse and diversion of opioids versus access to these
medi cations for legitinmate use. Policy nmakers,
regulators and those in Jlaw enforcenent should
carefully consider the potential for harmto patients
caused by efforts to control abuse and diversion.

Finally, pol i cy maker s shoul d al so
strongly support increased funding for chronic pain
research so that we can better understand the role
opioids play in the treatnment of these conplex
di seases.

Thank you for your tine.

ACTI NG CHAI RVAN KATZ: Thank vyou. Next
speaker, please. Before you begin, let nme just rem nd
all the speakers as well that it is inportant to begin
after you say your name and who you are wth your
potential disclosure. So who do you work for, if
there is anybody that sponsored your trip down here,
if you work for an organization that is funded by a
phar maceuti cal conpany, please lay all that out right

up front. Next speaker, please. Anybody there? Next

speaker ?
DR CORK: Good nor ni ng. M/ nane is
Randal |  Cor k. I'"'m the Chair of Anesthesiology at
SAG CORrRP
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Loui siana State University, and I'm the Director of
the Pain Managenent Cinic there. W serve an area of
mai nly northern Louisiana, eastern Texas, southern
Ar kansas.

In ternms of disclosures, |'ve been in
academ c nedicine for about 20 years. I"ve done a
nunber of research studies in the name of the various
institutions, and t hese institutions i ncl ude
Uni versity of Arizona and Louisiana State University,
both of which have gotten funds from Merck, Roche,
Pfizer, Al za and ot her conpani es.

| have also given sone talks in northern
Loui siana and sout her Arkansas that have been funded
by some of these conpani es.

I'm going to briefly coment on the
witten coments that | have submtted to the
Conmttee, and then kind of take the opportunity of
usi ng whatever tinme mght be left to address sone of
the things that were raised yesterday during the
nmeeti ng.

In terms of ny witten conments, they are
very brief. They specifically address the issue of
opioids <conpare to nonsteroidal anti-inflanmatory
agents. It's always inpressed ne that we spend all of

this time and energy attenpting to regul ate opioids,
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but we kill many nore patient with nonsteroidals than
we do opioids, and yet the regulatory efforts in that
direction are mninal. Those drugs are available
over -t he-counter. W kill 17,000 people a year wth
nonst er oi dal s.

Wth regard to sone of the coments that
were nmade yesterday, specifically in ny context | was
not paid to cone here by a drug conpany. The
Depart ment of Anesthesiology funded ny trip because of
the concern that our patients have expressed that the
governnent is getting ready to hel p them agai n.

They were previously helped by the
governnent of Louisiana when they instituted sone of
the rules that the Texas Board instituted in terns of
regul ati on of physicians. What happened at that tine
was that suddenly the physicians in Louisiana were
afraid to prescribe opioids again, and their patients
all suddenly ended up on the doorstep of LSU W now
have about 500 patients on our waiting |ist.

Some questions for Dr. Levy that | have
regarding these board regulations: It seens that the
regulations do tend to effectively punish those
physi ci ans who prescribe opioids too nuch, but there
has never been an instance as | know where Texas has

disciplined a physician for not treating pain
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adequately enough, and yet as we found out from
previ ous speakers, that seens to be the main probl em

ACTI NG CHAI RVAN KATZ: Dr. Cork, [I'm
afraid I'm going to have to ask you to bring your
comments to a cl ose.

DR CORK: Thank you very much

ACTI NG CHAI RVAN KATZ: The next speaker
pl ease.

DR BATTI STA: Hi . I"'m Dr. Ell en
Batti sta. I"'m going to read off ny paper here. I
have over 15 years of experience in chronic pain
treatnent, both in cancer pain, nonmalignant pain. |
have treated also <children wth pain and have
est abl i shed several prograns in this area.

Currently I'min a chronic pain practice.

On the personal side, | am the nother of two, one

teenager and a wanna-be teenager. As every parent, |

have concerns whether ny children wll nmake good
choices in life, and | am concerned with whether ny
children will engage in risky adol escent behavi or that

provides them with encounters wth tobacco, alcohol
and illicit drug use.

M/ multiple roles in life as a pain
treatnent provider and nother have caused nme to | ook

closely at the issues at hand today regarding the

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

24

nmedi cal use of opiates versus its effect in drug abuse
in this country. After close evaluation of the facts
and ny experience, | have cone to today's neeting for
the purpose of supporting legitimate nedical use of
opiates in the treatnent of pain.

As you all know, over 100 mllion North
Americans suffer from chronic pain. They are either
partially or totally disabled by pain. The toll of
unrel i eved pain is high.

It leaves the individual wth |oss of
function of daily activities, 1loss of financia
stability, alters the individual's relationship with
significant others, causes severe depression where
sui cide may be contenplated to escape its suffering.

It costs industry over $60 nmillion
annually -- billions, excuse ne, not mllions. There
has been nmuch research over the past 35 years, and we
have inproved our ability to treat pain. It still is
not perfect.

More specifically, the advent of opiate
drugs that are long lasting, sustained release or
controll ed rel ease have provi ded patients an
opportunity to experience nore continuous relief than
their predecessor drugs that afforded only severa

hours of relief.
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Opi ate anal gesics can be therapeutic in a
percentage of patients with pain problens. Their use
shoul d depend on intended outcone, and they should be
noni t or ed.

The issue at today's neeting is whether
legitimate use of these opiates provide a risk to
society at large, and we know t hat the adol escents are
at highest risk. But despite this fact that we know
that, we have no clearcut guidelines as to why drug
abuse is a problem in certain individuals and why
nonent deci si ons have | ong term consequences.

It would appear that addiction behaviors
are not only facilitated by environment but nmay also
be influenced by heredity, cognitive devel opnent. In

short, the addiction issue is conplicated and multi -
facet ed.

Herein may lay the problem wth the
i ssues. W are taking a conplicated issue of
addiction, trying to place responsibility on one
category of drug, and superinposing the issue of
| egitimate nedical use for the treatnment of pain, when
the problens need to be analyzed and dealt wth
separ at el y.

In a desperate attenpt to curtail drug

addiction in our society, we have tried to inpose a
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cause and effect nodel where it is not appropriate.
Simplistic solutions for curtailing or imting a drug
category will not alter appropriate -- not alter abuse
for other drugs.

The issue of addition needs to be --

ACTI NG CHAI RVAN KATZ: ['"m sorry. | have
to ask you bring your conments to a cl ose.

DR BATTI STA: I am Any action that

limts or curtails legitimate nedical use for opiates

will harm mllions of Americans who need these
nmedi cations for the treatnment of their pain. These
drugs are vital. The use of opiate --

ACTI NG CHAI RVAN KATZ: ["m sorry. You

have to stop speaking. Your tinme is finished.

DR BATTISTA: |I'msorry. kay.

ACTI NG CHAI RVAN KATZ: Could we have the
next speaker, please.

M5. BALUSS: Good nor ni ng. My name is
Mary Bal uss. I am from the Palliative Care Law
Project. | have nothing to declare.

| submitted a witten statenment to the
Conmttee, and | hope that you will reviewit. 1In the
interest of time and not being repetitive, I'd like to
make three major points that were in the brief, but I

want ed to highlight them sonewhat.
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The first is that pain is an epidemc, and
it is untreated, as you ve heard. | think one of the
factors there that doesn't get nuch tal ked about is
the fact that opioids are the first line of defense
against pain in the poor, that there is a great dea
of talk about opioids being appropriate only after
ot her nodal ities have fail ed. However , in
underserved, |ow economc status populations, it is
not possible to refer the patient for extensive MISs,
and they are not avail able to the anesthesiol ogi es and
the procedural efforts to cure pain.

These folks are often limted, because
they are on Medicaid. Medicaid often limts the
nunber of prescriptions, and very few specialists wll
t ake Medi cai d.

So i f you restrict Oxycontin to
specialists and if the state nedical boards continue
to harp on -- and | don't nmean to be disrespectful --
all other nodalities, then the people who work all
their lives at jobs that are intensely physical, who
have no nedical insurance, and who live in a conmunity
where the first line of analgesia is alcohol wll be
seriously disserved.

Secondly, | want to tell you about -- and

this is partly in response to Dr. Levy's presentation
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yesterday. After | left here yesterday, | got three

comuni cations. One was froma nman in Mssouri whose
uncl e was dying of massively netastasized cancer, who
had had no pai n nedici ne beyond over-the-counters, and
his doctor, knowing full well he was in pain, had said
to them!| amnot going to | ose ny |icense.

This is a doctor who chose gross
mal practice over treating pain, because of fear of
losing his license. Dr. Levy was very, | think,
appropriately clear yesterday about the nunber of
sanctions by state nedical boards. However, that
understates the problem very dramatically, because it
doesn't take into account letters from state nedica
boards that quite reasonably scare people off the
market. It --

ACTI NG CHAI RVAN KATZ: Could you wap up,
pl ease?

MS. BALUSS: Yes. So there are -- The
other two pieces of news that | got yesterday was that
one doctor's DEA |icense was being pulled. Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very much
for your comments, in particular those about the role
of opioids in the poor. You can go ahead and have a
seat, please.

| just want to reenphasi ze the purpose of
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the timer for the subsequent speakers. The purpose of
the tiner is so that today in a very difficult and
chal l enging area where there is a wde diversity of
opinions and a wde spectrum of individuals to be
represented, we want to nmake sure that everybody is
hear d. So | have to be the rude one to enforce the
timer, but | hope that you will forgive nme in advance
and do your best to stick within your allotted tine.

Yes, the next speaker, please.

DR, GALLAGHER  Good norning. M/ name is
Rollin @all agher. | am representing the Anerican
Acadeny of Pain Medicine and its Board of Directors.
The American Acadeny of Pain Medicine does receive
funds from a variety of industry sources for
conti nui ng education in pain nedicine.

The American Acadeny of Pain Medicine
recogni zes and i s concerned about reports of potential
actions by the DEA and the FDA about the -- to
restrict the availability of Oxycontin, and the recent
nmedi a coverage sensationalizing opioid diversion and
abuse is causing several states to consider the ban of
some opi oi d preparations.

This action will adversely affect the care
and the lives of nmany mllions of patients who

legitimately require these nedications and opioids in
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general for nmanagenent of their pain disorders in
order to function in their I|ives.

Medi a publicity, when bi ased and
nonscientifically based, further pronotes a believe in
the general public that proper treatnment of pain
disorders wth opioids wll invariably result in
addi cti on.

Physicians fearing undue discrimnation,
persecution, investigation and possible prosecution
will avoid prescribing opioids to the detrinment of
their patients, and even when they are the safest and
t he nost effective treatnents.

The AAPM the Anerican Acadeny of Pain
Medicine, and the AVMA are on record as strongly
opposi ng nedi cation diversion and abuse and supporting
the DEA and state nedical boards' efforts to curtail
di ver si on. W support and sponsor continuing
education of all physicians on the appropriate use of
opi oids as part of pain treatnent.

W recogni ze, however, that addiction is
an inportant neurobiological brain disorder affecting
many aspects of a person's life, and the root cause of
drug abuse is not any one drug but rather untreated
addiction and the lack of access to good addiction

treat nents.
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In June the AAPM sponsored a resolution to
the AVA which was passed to established policy to (1)
support the prevention and treatnent of pai n
di sorders, including the continued education of
doctors in the use of opioids and other treatnents for
pain; (2) to support education of all nedical students
and physicians in pain and addictions; (3) to serve as
educational resources to the nedia by providing
objective information regarding the nmanagenent of
pai n.

In the interest of tine, I wll wap it up
for you guys. | support the other statenents that
have been made about the inportance of opioids in pain
treatnment. The AAVA and the APM remain conmitted to
pronoting appropriate pain treatnent, and we wll be
avail able to you and your distinguished panelists to
expl ore acceptable and available nethods to prevent
and elimnate diversion and abuse of controlled
subst ances. Thank you very nmuch.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Gal | agher. May we have the next speaker, please.

MR LIEB: Good norning. M/ name is Rick
Lieb, and I am here to speak with you not only as a
Board nenber of the National Pain Foundation but also

as a person who lives with chronic pain.
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Consequently, let ne be presunptuous and
say that | feel as though | am talking for the
mllions of people in the US who live daily with
pain. | am here because | am concerned at the recent
publicity surrounding the msuse and abuse of pain
medi cati ons, particularly Oxycontin, because  of
backlash in this country that wll set back pain
treatnent years, if not decades.

Both as a Board nenber of the NPF and as
an individual with chronic pain, | am concerned that
this resulting backlash from these tragic incidents
will have even nore severe repercussions for people
like me who rely on these kinds of pain nmedications to
live nore normal |ives.

| would like to share with you in a very
brief manner ny personal experience with chronic pain.

In 1995 and 1996 | had two |ow back fusions in an
effort to fix degenerative disk disease. As a result,
| was left with arachnoiditis which, as you know, is a
condition that is progressive and is really disabling
and generally | eaves peopl e unable to work

From 1996 to 1998 | lived wth this
probl em | continued to work, but the pain was
clearly beginning to interfere with ny personal and

prof essional |ife.
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In ny search for pain relief, 1 visited
mul ti pl e doctors. Every single -- Every visit was
incredibly frustrating. Just five years ago, many

physicians viewed pain either as a character flaw or
as untreatable because of their own reluctance to
prescri be pain nedication stronger than nonsteroidals.

In addi ti on, many doctors strongly
suggested to ne that the use of any nedications nore
potent than nonsteroidals was an adm ssion of
character weakness and could lead to addiction. This
personal indictnent occurred despite any analysis of
nmy own personal background, including a tour in
Vietnam as a Marine infantry officer, a flourishing
famly and denonstrated success in the business world
and being on various -- in a publicly held firmand on
mul tiple public and private boards.

In 1998 | nmet ny current pain managenent
doctor. He taught ne an entire program and | manage
nmy pain, including the appropriate use of opioids. He
taught nme that pain is real and that the appropriate
use of narcotic nedications will reduce pain, inprove
an individual's quality of life, and enabl e soneone to
continue on wth their personal and professiona
goal s.

He taught me that opioid use is not a
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result of a character flaw, but an appropriate part of
pai n managenent treatnment.

| strongly urge the Commttee to consider
the needs of the many rather than the failings of the
few when the tinme cones to draft public policy for the
safe and effective use of these nedications.

| speak on behalf of the Board of
Directors of the National Pain Foundation to offer our
assistance in addressing the serious problem of
diversion and access to good nedical care and
successful pain treatnent. Thank you.

ACTI NG CHAI RVAN KATZ: Thank you, sir.
May we have the next speaker.

MR LIEB: Seven seconds.

MR, Cl NQUE: | have a brief disclosure.
The organi zation | represent does receive unrestricted
educational grants fromthe pharmaceutical industry.

I'"'m Mchael G nque, pharnmacist, Chief
Phar maceutical Care O ficer for Excelerex. Excel er ex
provi des pai n managenent support services for hospice
pati ents across the nation.

|'m here today on behalf of the Anerican
Phar maceuti cal Association, the national professiona
soci ety of pharnmacists. Prescription nedications are

safe and effective when used appropriately, but they
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can be deadly when used incorrectly.

Phar maci sts are the health care providers
who work nost closely with patients to nmake the best
use of nedications. W also work with prescribers and
other providers to prevent nedication msuse such as
di versi on and abuse.

We | ook for such abuse markers to visit --
as visiting multiple prescribers and unusually |arge
guantities. However, it's not always weasy to
determine if a prescription is fraudulent. No sinple
al gorithm determ nes appropriate use, and pharnacists
cannot view every patient as a potential drug abuser
wi thout conpromising their responsibilities as a
heal th provi der.

The APhA appl auds the FDA and DEA efforts
to ensure the legitimate users of opiate anal gesics
mai ntain the ability to continue using these products.

We caution, however, against efforts to restrict
distribution or create admnistrative processes |ike
triplicate prescriptions that Ilimt a provider's
ability to prescribe or dispense appropriate therapy.

Wth every barrier erected to I|imt
diversion, the potential for those barriers to
di m ni sh appropri ate prescri bi ng I ncreases

exponential | y. Restrictions in the drug distribution
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process will disturb patient care by delaying access
to medi cati on t her apy and di srupt exi sting
pati ent/ pharmaci st/ prescri ber rel ationshi ps.

Any additional stigm attached to these
drugs will have a chilling effect on a provider's
willingness to prescribe and di spense the appropriate
pai n medi cation and patients' interest in using it.

APhA believes that neasures to curb abuse
and addiction should be considered, but discourages
using any admnistrative barriers like triplicate
prescriptions as a risk managenent sol ution.

A survey conducted by New York State's
Public Health Council found 71 percent of physicians
surveyed reported that they do not prescribe the nost
effective pain nedication for cancer patients if the
prescription requires a special state nonitored
prescription form for controlled substances, even
when the nedication is legal and nedically indicated
for the patient.

W were pleased that during the Decenber
House subcommittee hearing on Oxycontin, both DEA
Adm ni strator Hutchinson and Subcommttee Chairnman
Wl f stated that they do not want or intend to
restrict legitimte use of Oxycontin. According to

Hut chi nson, the DEA recogni zes that the best neans of
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preventing the diversion of controlled substances,
including Oxycontin, is to increase awareness of the
proper use and potential dangers of products. W
agree, and not that pharnacists can be an excellent
conmuni cator of that information.

In concl usi on, it's i mport ant t hat
patients do not |ose tinely access to a val uabl e cl ass
of effective pain nedication because of a failure to
prevent nedication m suse. Again, | enphasize that
restricted distribution and admnistrative barriers
are not the answer.

The solution requires the education of
heal th professionals, |aw enforcenent personnel, and
the public on the use and abuse of pain nedication.

Thank you for your consideration of the
views of the nation's pharnacists.

ACTI NG CHAI RVAN KATZ: Thank you very
much. Next, please.

M5. BURKHOLDER Good norning. | am
Rebecca Burkhol der with the National Consumers League.

I would like to inform the Committee that
occasionally the League receives financial support
form pharmaceutical conpanies for specific consuner
education projects in which we maintain full editorial

control . This ampunts to less than one-half of one
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percent of our annual operating budget.

The Nati onal Consuners League is a
national nonprofit consumer organization that has
represented consuners and workers in the narketplace
for over 100 years. The League provides information
and educational materials to consumers so they can
make w se health care decisions, including the safe
and effective use of pharmaceuticals.

The League commends the FDA for | ooking at
the problemof illegal and inappropriate use of opioid
anal gesi cs. A delicate balance nust be struck,
however, between the prevention of abuse of a powerful
opioid and ensuring that individuals suffering from
debilitating chronic pain have access to drugs that
of fer prolonged relief.

NCL believes FDA's decision to strengthen
the | abeling of Oxycontin is justified. The black box
warning promnently remnds physicians, pharnmacists
and patients that Oxycontin contains a powerful opioid
with potential for abuse and addi cti on.

The nore detailed indication and usage
section helps limt overprescription by identifying
situations in which the drug is not indicated. These
warnings should change any faulty prescription

practices as well as alert physicians to the potenti al

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

39

for abuse, m suse and diversion.

Al t hough m suse and diversion are and w ||
continue to be potential problens for all opioids, it
woul d be indefensible to deny pain patients a safe and
effective therapy. Today there are between 50 and 60
mllion Anericans who suffer from chronic pain.

The under-treatnent of pain affects the
quality of life for mllions of people, from cancer
patients to t hose who suffer from severe
osteoarthritis or back pain. Oxycontin is one of the
effective treatnments for pain, because it provides
continuous relief from prolonged or chronic pain.

It is critical t hat any regulatory
nmeasures taken to reduce abuse and di version of opioid
anal gesics not interfere with the legitimte use of
t hese drugs. For those patients who find Oxycontin
the nost effective safe treatnment for pain, the drug
shoul d continue to be avail abl e.

W encourage the FDA to continue to
education health professionals and the public on the
appropriate use of opioid pain nedications. FDA
should also continue to nonitor reports of abuse,
m suse and diversion of opioids and work wth other
Federal agencies and drug manufacturers to ensure that

opi oids remain available to the appropriate patients.
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W believe that the stronger FDA warni ngs

for Oxycontin will help ensure that the drug is not
m sused.

Finally, the League hopes the FDA wll
continue to take into account the entrance of mllions
of legitimate uses of opioid anal gesics when it nakes
i mportant decisions concerning these drugs. Thank
you.

ACTI NG CHAI RVAN KATZ: Thank you. Next ,
pl ease.

DR, BUEDE: Good norning, nenbers of the
Conm ttee and audi ence. My name is Dennis Buede. I
have a PhD in Engi neering and no conflicts of any kind
wi t h pharmaceuti cal conpanies to report.

| am here today as the spouse of soneone
who suffers from perinenopausal exacerbated severe
hornmonal m graines, often three days of duration and
duration disabling pain. For approximately 12 nonths
ny wife has been under the care of Dr. Statkis of the
Dul | es Pai n Managenent Center.

Not only has her condition greatly
i nproved, but the inprovenment in her wellbeing and
ability to function has made it possible for ne to
accept a position at Stevens Institute of Technol ogy.

This position requires greater tine away from hone.
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As a Professor of Systens Engi neering and
with a specialization in decision analysis, the
description of your announcenent indicating that you
were undertaking the risk to benefit ratio of
extending opioid treatnent into the populations of
pediatric patients and patients wth nonnalignant
etiology intrigued ne.

This is very relevant to our famly
situation, especially since the DEA has nounted a
canpai gn agai nst doctors and pharnaci sts responsible
for the Oxycontin abuse.

| would like to address sone Kkey issues
i nvolving both values and uncertainties for view ng
the risk to benefit analysis that you are considering.

First, let wus address uncertainties.
Uncertainties exist for nany reasons. Three of the

nost inportant for the opioid treatnent of pain are

the variation anong humans -- none of us is the sane,
and no solution fits us all; the unknowns in nedicine
that are still left for us to fathom and the relative

ratio of people using opioids for pain relief versus
abusi ng the opioids for an addiction.

The first exanple of uncertainty presents
itself to us on a daily basis. Yet we are constantly

finding educators and health care providers trying to
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fit us all in the sane pair of shoes. Wen one of us
visits a doctor and receives any kind of nedicine,
there exists uncertainty about whether our body will
respond the way ot hers have.

As an exanple of the second reason, a
[imted knowl edge in nedicine, it was not too | ong ago
that we discovered that infants feel pain, changing
the nedi cal recomendations of famly decisions
associated with such practices as circuntision.

| would Iike to al so address the fact that
-- the issue of patient conplaining of pain. It is
not difficult to use opioids responsibly. I know it
is indeed a difficult issue faced by prescribing
doct or s.

| would like to offer an analogy for
viewng this problem 1In this nation and many ot hers,
there are a certain nunber of bad police persons. As
a society, we do not disband the police force, because
nost police persons are honest, and we need them just
as we need pain relievers.

A police chief cannot tell a bad potenti al
hiree from a good potential hiree wth perfect
accuracy during the interview process, just as a
doctor does not have the ability to perfectly discern

a new patient is a person in pain froman addict.
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Just as we let the police chief hire the
individuals that he/she believes are the best
candi dates, we should let the doctor prescribe the
appropriate pain nedication.

ACTI NG CHAI RVAN KATZ: Dr. Buede, [I'll
have to ask you to wap up your conments.

DR, BUEDE; kay. I'd like to wap up
wth this statement from A bert Schweitzer in 1953:
"W nust all die, but that | can save a person from
days of torture, that is ny great and ever new
privil ege. Pain is a nore terrible lord of mankind
t han even death itself."

| would suggest that this privilege be
considered at the FDA as well. Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very

much. Next speaker, please.

DR CRANMER Yes. |I'mKerry Crannmer from
&l ahoma City. | have been a geriatrician, have been
involved in Speaker's Bureau for Abbott, Lilly,

Fal di ng, Janssen, Purdue, Otho-MNeil and Novartis.
W have done Phase Il and 1V studies for QOmicare
Cinical Research involving several conpani es.

As a geriatrician, | have limted ny
practice to long term care and the treatnent of the

frail elderly. Qur concern is to be able to provide
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the confort and dignity that they do deserve.

| want to kind of spend a little bit of
ti me di scussing what sone of the research has shown as
far as the prevalence, the results and the treatnent
of painin the frail elderly popul ation.

First of all, in 1996 Wnnie Stein showed
that 45 to 80 percent of all the patients in long term
care facilities had chronic daily pain, depending, of
course, on the facility. In 1998 we are all aware of
Joanne Lynn's support study show ng that 50 percent of
the patients dying in the hospitals were in noderate
to severe pain in the last few days of life.

In 1998 Bernibye basically showed that
cancer patients going into long term care were not
treated in their daily pain, and that 40 percent of
t hem showed chronic daily pain, and approximtely 25
percent of those were not on any anal gesics
what soever .

The next year provided anot her study based
on a chart review The MDS, mninmum data set, is
required on every patient admtted to nursing hones.
Based on those assessnent fornms, we found out that --
and reviewing 50,000 of those patients -- that the
sanme figures were found. Thirty-three percent were in

daily pain, and 25 percent of those were on no
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anal gesi cs what soever.

W found out by that that we had to

i ncrease physi cal t her apy. W had increased
depr essi on. W had increased |loss of activities of
daily |iving.

Even last year, Joan Tino at Brown

University showed wus in 110,000 charts that were
viewed and MDS data that was reviewed, we found out
that simlar findings, and I'lIl just surmse to say
that we had 40 percent of those that were in severe
pain, were still in severe pain 60 to 180 days | ater

We have a trenmendous preval ence of pain in
t hese areas. The results of that chronic pain have
basically shown us that we have physical as well as
psychol ogi cal consequences. The depression, the
increased activities of daily living are major issues
that we have to be concerned about.

pioids are the nost geriatric friendly
nmedi cations that we can use. Nonst eroi dal anti -
i nflammatories can provide renal inmpairnment in their
chroni c use. | think proproxyphene has been on the
i nappropriate list for over 20 years now for geriatric
patients.

pioids remain the preferred treatnment for

the elderly. D version is always a concern for every
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consci enti ous physician, and yet we have yet to find
in the nursing honme increased stolen televisions and
selling of sex for increased drugs. W just haven't
seen it.

| just want to surmse to say that we fee
like we have to address the needs of the frail elderly
in Arerica and provide the confort and dignity that
t hey deserve. Thank you

ACTI NG CHAI RVAN KATZ: Thank you very
much. Next, please.

MR. MONAHAN: Thank you for t he
opportunity to be here this norning. My name is Jim
Monahan. |'"m the Program Adm nistrator of Houston
Hospi ce in Houston, Texas. |'ve been doing hospice
work for the last 16 1/2 years.

This norning | am speaking on behal f of
Houst on Hospice and the Texas and New Mexico Hospice
Organi zati on on whose Board | serve as Vice President.

Neither | nor Houston Hospice has been reinbursed or
gi ven any consi deration by pharnmaceutical conpanies to
be here today, although both the hospice and the
hospi ce organi zati on have received educational grants
from pharnmaceutical conpanies to put on educational
offerings to the professional comunity.

| "' m speaking on behalf of the 14 to 1500
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patients also who will be treated by Houston Hospice
in this next year and by the nmany thousands of other
patients treated by the hospices in Texas, New Mexico
and the rest of the country, wth the goals of
elimnating pain and other synptons and finding
meaning in the last days and weeks of life.

Let ne tell you about one of these
famlies. Last sunmer | went to visit a patient in
one of the better hospitals in Houston. He was in his
m d- seventi es. Wen | arrived at the hospital, his

granddaughter was holding his hand and saying,

"Grandpa, | love you."
He was noaning in pain. That was his
response. Hs famly was there, adult children and

his wife of many years. After some conversation about
hospi ce and hospice goals, they said we know he's
dying; if he could die without pain, we'll be happy.
The man was in extrene pain. He had been in the
hospital for ten days at that point.

Hs son and daughters were nedical
per sonnel . They were nurses, paranedi cs and
hel i copter pilots who did emergency nedicine. The son
came to nme and said that his father's physician had
suggested norphine for his dad, but it was up to the

son. It was up to the son to nmake that deci sion
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There were fears that the son expressed of
addiction, of ceiling Iimts that we know about wth
patients afraid that if they start now, it won't be
available later, and just stoic ideas of a very

practical famly about using narcotics at the end of

life.

| think this is wong. It shouldn't be
left to the famly. It shouldn't be left to the
person. It should be up to the health care providers

to make these decisions with the input of the famly,
and every obstacle that we put into place that limts
t he good pain control is a disservice.
ost acl es i nclude physical obstacles such
as |limts on the mnufacturing or distribution,
psychol ogi cal obstacles such as fear and other factors
i nvol ved, and educational obstacles. W need to teach
our health care providers nore. W need to do less to
increase and enhance the fear of distribution of
nmedi cat i ons.
Two days ago in the |local paper | saw an
article about the theft of Oxycontin from a pharnacy.
| did not see in today's paper anything about the
wonderful testinony yesterday about people's pain,
people's lives being given back from eight years of

pai n, and ot hers.
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These are the stories that are overl ooked
by our media. It's up to us to get the word out about
good pain control, good synptom control to the
Anerican public and to our health care providers.
Thank you.

ACTI NG CHAI RVAN KATZ: Thank you, M.
Monahan. Next, please.

DR GOTH |I'mDr. Mchael Goth. 1'mon
your list for vyesterday actually, and there was
apparently a m x-up, and | got today as being ny day.

I''m Associate Professor of Medicine at
Johns Hopki ns. |'"m the Chief of Geriatrics at Union
Menorial Hospital. | serve as President of Victory
Springs Senior Health Associates, one of the few
private practices in the country that consists of
physicians all fellowship trained in geriatrics.

| serve on the Anerican Ceriatric Society
Board that is currently revising the chronic pain
guidelines for the older adult, and | also serve on
the panel that is revising the Behrs criteria. " m
the imedi ate past President of the Hospital Network
of Maryl and.

Eastern Cooperative Oncol ogy G oup study,
a study of cancer patients looking at pai n,

denonstrated that the nunber one risk factor in that
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study for inadequate pain nanagenment was sinply being
over the age of 70.

W often get sidetracked wth side
effects, and thus do not provide effective pain
managenent . It would be unfortunate if additional
regul ation and restrictions on opioids were instituted
and, by doing so, we limted the availability of these
opi oids to those fol ks that need them

It is inportant for us to nmake sure that
we recognize that such singling out of opioids wll
lead to a limted use of these opioids by prescribers.

Recogni ze that the Behrs criteria will not
list Oxycontin as a drug to be avoided in the elderly.

IT is one of the opioids that reaches its steady

state in the nost tinmely fashion of all oral opioids

avai | abl e.

In the interest of mmintaining ny specia
pl ace in heaven, | amgoing to close, but | hope that
you all will maintain your special place in heaven by

allowing us to continue our efforts to relieve
suffering for seniors. Thank you.

ACTI NG CHAI RVAN KATZ: You forgot your
di scl osures, Dr. d oth.

DR G.OTH: " m sorry. | am affiliated

with just about every pharnmaceutical organization that
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is associated wth oral anal gesics. ["m either
serving as a speaker on their speaker's bureau, a
consultant, or else | have received grants from those
organi zati ons. Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very
nmuch. You still get your place in heaven. Let ne
rem nd the subsequent speakers to begin with their
di scl osures. Thanks.

MR COLEMAN: Good norni ng. My nanme is
John  Col eman, and | am a forner Assi st ant
Admi nistrator of the Drug Enforcenent Adm nistration
who for several years was in charge of |aw enforcenent
operations for the agency, including those carried out
by the DEA O fice of D version Control.

In 1998 | retired from the DEA after 32
years of service. Although | appear here today as a
private citizen, in the interest of full disclosure, I
nmust state that | am nenber of the Speaker's Bureau
for Janssen Pharmnaceuti ca. | have also been the
recipient of an unrestricted educational grant from
Janssen to support ny academ c worKk.

| would Iike to spend the next few m nutes
tal king about sonething | believe is directly related
to the questions posed by the Committee regarding

prescription drug abuse.
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G ven ny background, | am concerned about
the quality of data being collected and published by
t he governnent on prescription drug abuse in America.

Prescription drug abuse is a function of nmany things,
including price, availability, accessibility, rate of
onset and duration of effects, the effects thenselves
and the route and ease of adm nistration.

Subj ective factors also play an inportant
role, but they are far nore difficult to isolate and
assess on a global basis. Knowi ng sone of the key
factors that influence prescription drug abuse should
intuitively lead us to design survey instrunments that
di stingui sh and nmeasur e t hese specific
characteristics.

O all the national drug abuse surveys
conducted by the Federal governnent, none provides
enough specificity to nmeasure these factors.
Ironically, field collection procedures often harvest
the data, only to have them discarded when they are
aggregated and assigned to broad categories or generic
chem cal nanmes for publication

Let nme give you an exanple of what | nean.

According to figures released by the Drug Abuse
Warning Network, our nost inportant survey for

estimating drug abuse, in the year 2000 hydrocodone
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was the nation's nost frequently abused prescription
opi oi d. This information is surely wuseful, but
consi der how much nore useful it would be if we knew
the specific formulations of hydrocodone that were
nost often abused.

This limtation in data becones even nore
critical in the case of C, opioids that are avail able
in injectable, solid doses, sustained rel ease and/or
transdermal forms. Research shows that the form of an
opioid may be an inportant determ nant of its overal
abuse potential.

As a former DEA official, | am famliar
with sone forensic databases that do provide product
specificity for prescription drug abuse, and exhibits
that are submtted to |aboratories for analysis.
These data provide very useful information but cannot
be used as a prognostic system or one that estinmates
drug abuse in the general popul ation

| wurge this Conmttee to support the
efforts of the Substance Abuse and Mental Health
Services Administration as it redesigns its survey
nmet hodol ogi es t hat I believe can be inproved
significantly with some very reasonable and nodest
adj ust nent s. What | propose is alnpbst sonething

unheard of in governnent, a no or |ow cost solution.
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As for the potential econom c consequences

products identified as nbst frequently

abused, | would offer that the interests of both the
public and industry will be best served by nore, not
l ess, information. | ndeed, it seens |like an
immnently proper use of gover nnent regul atory
authority to encourage the developnent of abuse
resistant drugs and/or innovative delivery systens
that inhibit abuse. | believe that over tine --

ACTI NG CHAI RVAN KATZ: M. Col eman --

MR. COLEMAN: -- providing product
specific abuse information will have inmmedi ate

benefits for the groups | have cited. Thank you very

much.

ACTI NG CHAI RVAN KATZ: Thank vyou. And
"1l point out for the group that Judy Ball from
SAMHSA wi |l be addressing sonme of these issues |ater
on in her discussion. Next speaker, please. No next
speaker ?

Wiy don't we do this then. Are there any
ot her speakers who are on the speaker's list for

yest erday who, for sonme reason, could not make it and

are avail abl e today? Ckay.

short wait

202/797-2525

Next then, we wll go -- W have a very

ing list of other speakers who wanted to
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share sone comments with us. The ones that | am aware

of -- Is Myron Yaster here? GCkay. Dennis Fisher?
DR FI SHER Thank you, Dr. Katz. ["m
Denni s Fisher. | am a Vice President for Medical

Affairs of the Durect Corporation in California
Until about two years ago, | was a professor of
anesthesia at the University of California, a
pediatric anesthesiologist and very involved in
phar macoki neti ¢ and pharnacodynam ¢ studi es of opioids
and ot her anesthetic drugs.

The issue | would |ike to address regards
some comments that were nmade yesterday regarding the
conduct of studies in pediatric patients. The
Conmttee could readily have cone away from the
neeting yesterday thinking that it's very easy to
conduct chronic studies in pediatric patients.

Dr. Katz, | think, tried to elicit sone
conment s about t he difficulty of t hat, but
unfortunately the various nenbers of the Commttee, |
think, directed that it really was not difficult to
conduct those studies.

|'"d like to cite an exanple that indicates
some of the difficulties of doing these chronic
studies. Recently, | spoke to the Medical D rector of

a |arge pharmaceutical conpany that s presently
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evaluating a pediatric fornmulation of their new
opi oi d.

This conpany had so far been able to
conduct studies in a little over 100 patients, but it
had taken 18 nonths to enroll these 100 patients, and
they had over 100 sites that they had used to enroll
these 100 patients. These 100 sites were in something
i ke 15 countries on four continents.

One can readily imagine the quality of
data from a study conducted with 50 different case
report fornms in different | anguages, et cetera,
et cet er a. I think the reality is that doing these
chronic studies, the true chronic studies, not the
acute perioperative studies, is very difficult.

| would be very concerned if the Conmttee
woul d | eave here with the wong inpression of that. |
wel come comments from Dr. Robin and Dr. Schreiner
regarding this issue. Thank you very nmuch.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Fisher. | think that it would be fine to take one or
two mnutes while we are on the subject, if anybody
fromthe Commttee or invited guests wanted to respond
to Dr. Fisher or comment about whether it is easy or
difficult to do trials in pediatric popul ations. It

woul d be a good tinme to do that. Dr. Foley?
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DR FOLEY: | want to support what Dr.

Fi sher said. This is exactly what we from the
Nati onal Cancer Policy Board heard repeatedly, at
| east | ooking at chronic pain studies in children with
cancer .

ACTI NG CHAI RVAN KATZ: D d anybody else
want to comment about that? Dr. Schreiner, did you
want to tal k about that?

DR SCHREINER | think if you are | ooking
at the true chronic pain population such as cancer, it
is going to be very difficult to do studies that go
beyond seven days. The nmjority of pediatric use for
opioids is for nmuch shorter periods of tine.

| think that the other thing is, if the
studies can be focused on the information that we
really need to know and elimnate the unnecessary
parts of the studies that <create barriers for
patients' willingness to participate, then it would be
easier to do the trials.

| personally as a pediatrician want as
much information as possible, but I want it to be
focused on the information that we need to use the
dr ugs.

ACTI NG CHAI RVAN KATZ: Thank you all for

your comments on that inportant issue. Now is there
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anybody el se here who did not pre-register to speak in

t he open forumwho would |ike to come up to the podi um

and have three mnutes to share comments? | can't
guaranty that everybody wll get time, but we can
certainly start. Yes, please, name, disclosures and

your thoughts.

M5. STEFFLER.  Good norning. Thank you
M/ name is Dorothy Steffler. | have nothing to
di scl ose. | am here in twofold purpose. | am the
not her of the young gentl eman aged 42 who went through
the crisis.

Everyone is talking about the -euphoria
that comes with use of Oxycontin or opioids. The
euphoria that he displays is the new life that he now
has, and it's nore of a happiness and a socialization
return rather than the deep depression and antisocia
life that he had. So that could be m sl eading, that
term

| am also here because | am a state
i nspector for the Departnent of Health in the state of
Pennsyl vani a. | have been there for 11 years. " ve
been in health care since 1951

| am one of the persons who, on a daily
basis, visits the nursing care facilities with the

elderly, and I have seen hands on the difference since
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pai n managenent has been addressed by the HCFA, now
C\VEB.

It is ny responsibility in ny position to
wite deficiencies for physicians who have not managed
pain. W see -- | have seen in this year since HCFA
has addressed it as the fifth vital sign -- and | do a
ot of this in-servicing, too, not only the nursing
staff and the professionals but the housekeepers and
the nurse aides who are there to see the nonverbal
pai n behavi ors that are exhibited.

W see a decline in dietary, in their
wei ghts, sudden, unexpected, and physicians usually
imedi ately go to Megase or supplenments. No one asks

them if they are hurting, and we have been on this

pronot i on.

So | am twofold in the use of opioid
t her apy. | have seen it. They are giving Darvoset
nl100, Tylenol 325 tinmes two, 650, 4. | can read it
in every single record that | audit, but | have seen

the difference in this year of the rise in the
activities of daily living when in the plan of care we
are addressing pain managenent for the elderly and the
nonverbal we have taught -- are in the process of
t eachi ng. However, it's the physicians that we need

to reinvent the wheel, because they are fearful of
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writing anything.

As the physician before had nentioned, it
is in the MS. W scrutinize the MS. That's the
pain -- or the noney, financial part, and we have
resi dents who have nonverbal pain, and it is |less than
daily or excruciating, mld to noderate. But we have
strictly one nedication. That is Tylenol, again 325.

They are fearful.

| do see the difference when they do
order. Sonme of them are doing Duragesic patches. I
do Oxycontin, not only for hospice but the other one.

Thank you so nuch

ACTI NG CHAI RVAN KATZ: Thank you. l's
t here anybody else fromthe public who would like to
have three mnutes to share thoughts with us about
t hese issues?

DR MERRI CK: M. Chairman, Dr. Merrick
fromyesterday, if you would allow ne to speak again.

| just have -- | want to echo a few coments from
some el oquent speakers this norning.

One of the factors a famly physician -- |
have no disclosures, self-funded. As a famly
physician, one of the greatest barriers |I've seen to
the treatnent of chronic pain in the poor in ny area

of rural Virginia is going to be access to how to pay

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

61

for all the ancillary services and conplenentary
services that you can give patients in treatnment of
chronic pain. They are sinply not available. pioids
are the keystone for treating rural poor as far as
chroni c pain.

The second issue, to address the gentleman
from the pharmaceutical industry, from the pharnaci st
industry rather: One of the key obstacles that | have
as a famly doctor treating chronic pain now is the
fact that pharmacists in nmy area wll not fill ny
prescriptions because even | have conmunicated wth
them before as far as the patient is legitimate. They
have gotten a copy of the patient-doctor contract.
| ve done everything | can possibly do to contact the
phar maci st .

One of the problenms | see is the
pharmaci sts of this country have not been brought
along with all of the physicians in the education with
chronic pain, and | think that that is a najor issue
that we are going to have to address if we are going
to really have a conprehensive national approach to

chronic pain, is bringing the pharnmacists wth us.

Thank you.
The | ast comment was basically, in
yesterday's discussion | noticed that function was
SAG CORP
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left out as a major keystone to see the effectiveness
of opioid treatnent. That, to nme, is one of the ngjor
issues, is function is the key to whether or not
successful therapy is being adm ni stered. Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Merrick, and we'll hear nore about that from Dr.
Passi k today as well.

Wiat 1'd like to do now, since we still
have a few extra mnutes, is if there were any of the
public speakers from today whom | had to rudely cut
off at three mnutes, if you would like an extra three
mnutes -- but | would just ask you to bear in mnd
what's already been said and, if you' ve got sonething
new to add to the conversation, we would | ook forward
to hearing it. So three mnutes each, please.

DR CORK: Well, thank you very nuch.

ACTI NG CHAI RVAN KATZ:  You're wel cone.

DR CORK: Again, |I'm Dr. Randall Cork
from Loui siana State University.

There were sonme issues regarding the
specific questions that | know the FDA wants answered
that | wanted to take an opportunity to respond to
those, the two questions from yesterday, the target
popul ation and the second question about clinical

trials.
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In terns of target population, | really
think that it's inportant to have a multi-Ileve
target. | think that the FDA should be concerned that
-- We know about opioids. They have been around for
so many thousands of years. There is really no reason
to focus on efficacy so nmuch with opioids. You need
to focus on safety with opioids, and | think Dr.
Portenoy's three points on safety should be adhered to
interns of FDA plans for certification of new drugs.

In terns of clinical trials, the issue of

chronic efficacy, | think if you dwell on that, it
will only serve to delay the introduction of new drugs
into the system and will increase the cost of those
dr ugs.

So in terns of today's questions, the
adequacy of available data in terns of the preval ence
of addiction, | believe the FDA can help with that by
indicating on the package insert, as Dr. Portenoy
recomrended, the risk of addiction for the drugs. I
t hi nk physicians need to be educated that short acting
narcotics have a higher risk of addiction than |onger
acting narcotics such as Oxyconti n.

The nethods for assessnent and nonitoring
of addiction, |I think, are a good idea. Those things

shoul d be introduced into the protocols and addressed
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in the package insert.

In terms of reduction of addiction or the
risk of addiction, |I really believe that that is nore
of a police issue rather than an FDA i ssue. I think
that rehabilitation, forced rehabilitation has been
shown to be effective in terns of reduction of
addi cti on.

In terms of another comment that was nade
yesterday from Dr. Zedd or Zetma from Virginia -- |
forget what -- it had to do with criticizing the drug
conmpany for providing education to physicians. I
think that was  m spl aced. I t hi nk Pur due
Phar maceuticals should be comended. They have
provided us with a lot of educational materials to
involve the Famly Practice Departnment and to provide
education to our nedical students about treatnent of
chroni c pain.

Thank you very nmuch for this additional
t hree m nutes.

ACTI NG CHAI RVAN KATZ: Thank you. My we
have the next speaker, please? M. Col eman.

MR. COLEMAN. Thank you very nuch, Doctor,
for this opportunity to resune.

As | was tal king about the specificity of

the data that | believe is seriously needed, | would
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like to add that, in ny view, we wll not be very
effective in addressing prescription drug abuse unti
we can identify wth a reasonable degree of
specificity the frequency of drugs by product nanes
and formul ations that are bei ng abused.

Presently, we do not have this information
available in the field of drug abuse research,

al t hough sonmething simlar does exist in another very

simlar or somewhat related field. For exanple, the
FDA is justifiably proud of its adverse event
reporting system that is wused to collect and

di ssemnate post-marketing drug and therapeutic
bi ol ogi cal product safety reports.

In addi tion to ot her pertinent
information, the AERS data format requests that the
contributors enter a, quote, "valid trade nanme" for
the product being reported. | am sure that every
menber on this Conmttee is famliar with the val ue of
t he AERS.

Now | ask you, how valuable would that
information be for you or your patients if the, quote,
"valid trade name" were dropped sonmewhere in the
process and replaced by sinply a generic chem cal
nane?

| hope this helps you to understand ny
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concerns about the need for better drug abuse data.
by not providing what the AERS refers to as valid
trade nane for the nost frequently abused drugs,
useful ness of surveys is I|imted. As a result,
anecdotal information often takes over and, as soneone
on the Commttee yesterday wsely pointed out,
anecdotal information nmay regrettably becone the basis
at tinmes for public policy.

Thank you very nmnuch. That's the
concl usi on of ny statenent.

ACTI NG CHAI RVAN KATZ: Thank you, M.
Col eman. Next, please.

DR DESJARDINS: Thank you, Dr. Katz. I'm
Dr. Paul Desjardins, Senior Vice President for
Clinical Site Qperations for a research organization
naned SCI REX Cor porati on. | am also a nenber of the
Arerican  Society  of c i nical Phar macol ogy and
Therapeutics and | am speaking on behalf of the
investigators and individuals who are actually trying
to perform the clinical research to develop better
drugs and better strategy for dealing with patients
who have both acute and chronic pain.

| would like to suggest to the Advisory
Board and to our colleagues from the Food and Drug

Adm nistration that we are in a very simlar position
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to those of us who were investigators 30 years ago who
were facing many of the sanme questions in terns of how
best to deal with patients with noderate and severe
acute pain.

The analgesic guidelines which were
developed by the scientific comunity wth the
concurrence of the Food and Drug Admi nistration and
sponsors was an enornously successful project. The
current guidelines which exist deal in explicit detai
for drugs with acute pain, but deal very superficially
on drug devel opnent issues for patients with chronic
pain, and in particular developing the standards for
what wi || be considered appropriate and well
controlled clinical trials.

| would strongly urge that the Advisory
Conmttee work with and advise the Food and Drug
Adm nistration to continue that process, to update
ei ther those guidelines or devel op separate guidelines
which wll address the scientific issue to the
satisfaction of the clinicians, the scientists and the
regul ators who have to make very difficult decisions.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou. D d

anybody want to address the issue of whether there are

any plans in place for reexam ning the analgesic
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guidelines or shall we |eave those discussions for
later?

DR RAPPAPORT: | just want to clarify
that at this tine the guidelines that are out there
are outdated, as far as we are concerned, and we are
in the process of developing new guidelines. | can't
give you an exact tine course for when those will be
ready, but we are working toward those com ng out as
soon as possible, and we are working with the other
analgesic division to see that they are consistent
across the agency.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Rappaport. Next speaker, please.

M5. BALUSS:. Thank you.

ACTI NG CHAI RVAN KATZ: W wll have tine
for one nore after this.

M5. BALUSS: It's unusual for a |lawer to
be tal king about facts, but I do have to prove them

| wanted to talk with you about how little
we know that is very relevant to sone of the |aw
enf orcenment and di versi on questions that cone up

W don't really know who the chronic pain
patients are or where they are or what has failed them
and what has worked. W don't know a whole | ot about

| ong term outcones for them
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Where that becones inportant to ne is that
| see soneone testifying that a doctor has acted
i nproperly because he has continued to prescribe

opi oi ds for sonmeone whose function may or may not have

i nproved enough. Wll, what's enough, and how | ong
shoul d soneone -- |Is there a tenporal limt on opioid
t her apy?

| don't think we know this, and it works
as a severe detrinent, because sonme of these little
markers get translated into kind of unstructured
evi dence where it really isn't evidence.
| think that we need to know a whole | ot
nore about outcones. W have no idea -- W are
requiring doctors and penalizing doctors for not
havi ng a good command and control system but we don't
know whether the patient contracts affect the
diversion rate at all, and there are a |lot of other
things we don't know about that kind of nedicine.
Thank you.
ACTI NG CHAI RVAN KATZ: Thank you. Next ,
pl ease.
DR, BUEDE: M nane is Denni s Buede agai n.
| want to address one issue | hadn't quite gotten to.
That has just been raised by the last two speakers,

our intrinsic failure as hunmans to think that we know
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a lot nore than we do.

Ch, | see this in engineering, and | have
also seen it in visiting many doctors that we've gone
to over the years. M wife and I were talking to a
prospective primary care physician just a few weeks
ago, and he was telling ny wife that he really does
not prefer to treat the pain. He prefers to treat the
under | yi ng cause.

Yet in nost cases today, as nany of you
know, the doctor has no hope of finding an underlying
cause. There has been sone recent research. It may
or may not prove to be true, but it indicates that by
treating the pain, the patient has a nuch better
chance of recovering from whatever is ailing them if
you are also able to treat the other aspects.

So while we are stuck in this situation,
and | probably think that we probably know |ess than
half of what there is to know about nedicine and
taking care of people, we still have to nake deci sions
with the best information that we have and recognize
this amount of uncertainty. Thank you

ACTI NG CHAI RVAN KATZ: Thank vyou. Dr.
Max, one conment.

DR MAX: Yes. | just want to conment in

regard to Paul Desjardins' call for nore academ c FDA
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consultation. Ray Dionne at the National Institute of
Dent al Research and Jim Wtter of the Anti-
Inflammatory Allergies D vision of CDER are holding a
synposi um on the N H canpus on sone issues in acute
and chronic pain drug devel opnent on March 13th and
14th, and they want -- It's an open neeting, and you
can contact either of them for an agenda.

It seens like it's still open for shaping.

That's all | know about it.

ACTI NG CHAI RVAN KATZ: Thank vyou. That

will be the end of our open public hearing for today.
Thank you very nmuch, everyone, for comng, in
particular the patients and their famlies for taking
the trouble to cone visit us today.

What | would like to do now -- W do have
an industry presentation that we have scheduled for
9: 30. Wiat | would like to do in the five or so
mnutes before we start that is to nmake a few
i ntroductory coments of ny own for today's session
and then also to attenpt to summarize for the folks
who were not here yesterday what seened to ne to be
the salient themes in our conversation from yesterday
that, hopefully, will informour discussion today.

O course, it's always a risky business to

summari ze everything, because nobody ever really
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agrees on what exactly it was they heard, but 1'Il do
ny best. If 1 get anything conpletely backwards,
t hen, hopefully, sonebody will raise their hand and

briefly point that out, wthout necessarily reopening
the discussion in just the few mnutes that we have
bef ore our schedul ed presentati on.
Let me begin by thanking the rest of the
Conmittee and invited guests for what | think was a
very productive and professional discussion yesterday.
This is a very difficult topic, the issue of opioids,
and people tend to get very dogmatic and excited
about it, and | think that our discussion yesterday
was very fruitful
Today we have even greater challenges, |
think, in our discussion. | don't know that there is
any nmedi cal issue that | deal with that gets people as
excited or dogmatic as the issue of addiction and
opioids, and it's been that way for a long tine.

Medi cal professionals are comng at this from
very much different angles. H storically, there's
been fairly Ilittle conmunication anong different
subspecialties of nedicine in terns of how one can
under stand t hese probl ens.

There are different |anguages that we use

to describe the sane phenonena, and we will often have
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difficulties in communication, not necessarily because
of disagreenent about underlying principles, but

because we are using different words for the sane

thing. That will be a challenge for us today.
So | look forward to the -- Wiat | want to
do is reiterate what | said yesterday in ny

i ntroductory comments, which is that the goal of
today's neeting is not necessarily to solve the
probl em of addiction and opioids, which we certainly
aren't going to be able to do.

[t's not even to cone to consensus on all

these issues, which also, | think, is wunrealistic,
|"ve heard today. W will definitely end up
di sagreeing on sone of these issues, but what | hope

that we can do for the FDA today is to at |east |ay
the issues on the table, help to define what the
problens are that we are dealing with, present all the
rel evant points of view, even though they may be
opposing, and try to understand them and di scuss what
the inplications are of those perspectives for
devel opnment and mar keting of opioid anal gesi cs.

| think, if we can do that, that wll be a
trenendous acconplishnent. | would ask the nenbers of
the Comm ttee today, when they do nmake their coments,

to try to nove forward from what have been the
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hi storical problens of the past in communicating about
t hese issues.

One problem has been that we all have
bi ases because we tend to see very select popul ations
and then cone to conclusions about what is true about
the whole world. So as you do nake your coments
about what you think is true, please bear in mnd
whet her your convictions may result from seeing
sel ected popul ations, and present your views to the
Commttee with that in m nd.

Secondly, as you present your convictions
and thoughts to the group, | would ask you to try to
al so conmuni cate what you feel the level of evidence
is for your assertions.

Is it an anecdote or a collection of
anecdotes? W heard yesterday what that anounts to.
Is it research? What kind of research is it? Is it
random zed controlled trials? Is it long termfoll ow
up? That way we wll be able to evaluate your
comments nore thoughtfully in terns of what the
strength i s underlying them

So that's ny charge for the group for this
nor ni ng.

To quickly try to summarize sonme of the

salient themes that | heard discussed yesterday which

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

75

will, hopefully, provide a platformfor our discussion
today before we begin our industry presentation, this
is what | heard yesterday. Again, if | get anything
completely wong, wthout necessarily opening up the
di scussion right this second, | hope sonebody corrects
ne.

Nunber one, it seens |ike we all agree or
we certainly heard many times that opioids are
essential for relieving pain. There has been a great
-- That's poi nt nunber one.

There has been a great deal of progress
made over the last few decades by increasing the
availability of opioids to physicians who need to
prescribe them appropriately, and a great deal of
progress nmade with denonstrations in the literature of
safety and efficacy of opioids for both acute and
chroni c pain.

My point nunber three is that any
restrictions on the availability of opioids to
patients or prescribers have substantial potential
risks of harmng patients and reversing sone of the
progress that's been nade. So there clearly is risk
i nvolved in any restrictions.

Therefore, the theme that | heard was that

it's inportant that we all take a bal anced approach in
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our reconmendat i ons about opi oi ds wher e we
simul taneously try to balance maximal availability to
patients that need them at the same tinme trying to
stem the problens of addiction, diversion and rel ated
processes without trying to inpede patient access. |
heard that nany tines yesterday.

| also heard that taking care of patients
with chronic pain, including the prescription of
opioids, is appropriately within the province of the
primary care physician, although there nay be a need
for education and further efforts to optimze therapy
in that setting and any other setting. | heard that
expressed many tines, and the specific issue of the
need for nore education | heard expressed many tines
as wel |

| al so heard expressed that broad |abeling
for mu agonist opioids is in general sonething that
shoul d be strived for, and that we heard clearly from
Jeff Blooner, patient representative, that broad
| abeling is better for patients, and we heard from Dr.
McLeskey that that is also nore attractive to
i ndustry.

W heard a nunber of times, nost
especially from Dr. Foley, that in ternms of the

patient populations that are potentially appropriate
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for opioid analgesics, we don't have enough data to
exclude a priori any patient popul ation for
consideration of opioids for long term therapy.
There's just not enough data at this point in tinme.
More data i s needed.

Therefore, we shouldn't a priori exclude
any patients from consideration for both clinica
treatnent and clinical trials. However, we also heard
t hat di fferent subpopul ations may have rather
different considerations in terns of understanding the
ri sk/ benefit ratio.

For exanple, patients with a history of
subst ance abuse, elderly as we heard today, pediatrics
-- there may be a nunber of subpopul ations where we
need nore specific information to really understand
the risk/benefit analysis. That's what | heard
yest er day.

| heard that, quote/unquote, "traditional"
efficacy prograns may be sufficient to define a drug
as an opioid analgesic and that that may be sufficient
to work toward this broad labeling, and it seenmed to
me that | heard that one did not need to denonstrate
efficacy in every last type of pain in order to
understand that an analgesic was behaving |ike an

opi oi d anal gesi c.
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| also heard that there was, however,
other very inportant types of information that was
critical to the wunderstanding of the risk/benefit
ratio of opioids, particularly for chronic pain. In
particular, we need to understand safety issues to
understand the risk/benefit ratio of opioids, and
safety includes the risk of addiction.

It i ncl udes neur opsychol ogi cal si de
ef fects. It may include, as sone folks nentioned,
potential endocrine side effects. These are inportant
issues in terns of wunderstanding the risk/benefit
rati o of opioids.

W need to understand the durability of

response, and perhaps we wll get a chance to talk
nore about tolerance today. Dr. Portenoy addressed
that a bit yesterday. Again, we need to understand

ri sk/benefit for certain specific subpopul ations.

W hear d sone creative di scussi ons
yesterday about how sone of these studies mght be
done. Since sonme of these issues are not necessarily
product specific but are germane to the whol e class of
opi oid analgesics, there was sone discussion about
whet her there could be collaboration between industry
and NTH to study these risk/benefit issues across the

cl ass of opi oids.
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There was discussion about whether there
could be a possibility of acquiring sone of these
studies as part of a Phase IV program and also |
heard discussion about whether these would be nore
appropriately part of a traditional Phase IIl program
and we certainly didn't resolve the issue yesterday
about how these studies are nost appropriately
conduct ed.

So that's what | heard yesterday. For
now, right before a presentation, if anybody thinks
that | got sonething conpletely wong or neglected to
say something that was absolutely critical from
yesterday on these points, please point it out now.
There will certainly be anple tinme later to delve into
the details of everything that 1've said now,
including the topic for today, which is addiction.

Dr. Roberts, please.

DR, ROBERTS. The only thing I would add,
Dr. Katz -- that was an excellent summary. You were
awake the whol e day. The only thing I mght add is
that we discussed at several junctures the value of
going to the practice setting to do the kinds of
research that needs to be done, because it's really
where the rubber hits the road, and the issues of

di version contrasted against effectiveness, safety --
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| nmean, that's really where you're going to see what's
happeni ng out there.

ACTI NG CHAI RVAN  KATZ: Thanks. Dr.
Haddox, then why don't we -- Thank you very nmuch -- go
to your presentation then, and perhaps, Dr. Haddox,
you could give a nore conplete introduction to
yoursel f before you begin the presentation.

DR, HADDOX: Thank you very nmuch. I
appreciate the opportunity to be here to address the
Conmittee. | thank the PhRVA and thank the FDA for
giving me this opportunity.

By way of disclosure, | am a relative
newbie to the industry, and in the past five years |
have either consulted for or spoken on behalf of
Astra, Merck, Pfizer, Janssen, Purdue, Otho-MNeil
Phar maceuticals, Roxanne, and | had sone research
funded at Enory by Wet h- Ayerst.

For those of you who don't know ne, |

started out life as a dentist. | then went to nedica
school, and | did a residency in anesthesiology and
psychiatry following that. Followng the dua
resi dency, I then went into a pain nedicine

fel | owshi p.

| am certified in pain nedicine, in
psychi atry. | have a subspecialty certification in
SAG CORP
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addi ction psychiatry pain nanagenent, and | was a
practicing clinician/educator up until two years ago
when | joi ned Purdue Pharna.

| am the past President of the Anerican
Acadeny of Pain Medicine, the American Board of Pain
Medicine, and a former Director of the Anerican Pain
soci ety.

If we can get the slides going today, what
| would like to do is share with you an industry
perspective on how we can ensure the proper use and
curb abuse of opioids.

One of ny main functions, | forgot to
admt, is to make sure that Dr. Portenoy is not alone
as the only graybeard in the field of pain.

| would like to talk with you briefly

about the disease burden of pain. | know there's been
a lot of comments about that, but 1'd Iike to report
sone data. | want to talk briefly, recap the

treatnent of chronic pain in particular, since that is
an issue that's come up quite a bit.

| would like to talk and share with you
what we have |earned about -- in the past two years
about prescription drug abuse, and |I'm sure it's no
surprise to the Commttee that we've learned a |ot

about this in the past two years.
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| would like to close with an analysis of
ri sk managenent plans and where the industry sits on
this and where we should sit on this.

When we tal k about the disease burden from
chronic pain, we are sonmewhat hanpered, because we
don't have overall national statistics. The Centers
for Di sease Control and Prevention, for instance, does
not assay chronic pain in its annual disease and
heal t h survey.

So we really don't know from a ful
denmographic study what is going on, but there are
three surveys that | would like to highlight for you.

Now these surveys are done by reputable survey
organi zations, typical polling organizations wth
denographically representative studies that can be
extrapolated to represent the entire United States,
and they span five years.

The first occurred in the state of
M chi gan. The second was about m dway between, and
the last was one that we paid for and had done
actually just a few days ago in preparation for this
present ati on.

In 1997 a survey was done in the state of
M chigan called "The State of Pain,” and it showed

that 1.2 potentially out of their 9.8 or about 12
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percent of their population had a pain problem that
had lasted for nore than six nonths, ei t her
continually or intermttently.

Seventy-seven percent of the sanple had
experienced pain for over a year. Thirty-five percent
had m ssed nore than 20 days of work, a trenendous
econom ¢ and social burden to the society and to the
i ndi vidual and famly.

In a heavily managed care penetration
state, 13 percent had been deni ed nedi cati ons, devices
or referral to a specialist. Now this can be
extrenely denoralizing for a patient with chronic
pain. The types of patients that | sawin ny clinica
academ c practice often had to go through enornous
hoops to even get into the door.

This can be so denvoralizing that, in fact,
ten percent of the survey had contenplated the idea of
suicide as a way of relieving their pain.

| have personal experience with this in a
patient that I'd like to share with you. | was
treating a woman who, fortunately, with our integrated
treatnent plan at Enory had done very, very well. She

was very pleased with our care and, while she was not

perfect, she was nuch better. She was sl eeping
better. Her quality of |ife had returned and, nost
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importantly, she was able to enjoy things again.
She was doing very well. | was seeing her

about every nonth, along with our psychol ogist and a

physi cal therapist. She cane in one day, and she was
very distraught. |, treating chronic pain, know that
we have flare-ups and things go, but | asked her what

was goi ng on.

She i medi ately broke down into tears, and
she told ne that her 26-year-old daughter who was a
wor ker's conpensation patient, who had chronic |ow
back pain froma work related injury, and she had --
because the nother had cone to a pain center and had
found out that there were, in fact, pain physicians
and multi-disciplinary teans, and her quality of life
had i nproved so nuch, she was entreating her daughter
to get the primary assigned doctor at worker's conp to
refer her to a pain program mne or soneone el se's.

The daughter had a lot of hope for this,
and she pursued this actively with her adjuster, and
what they did was denied it, and they sent her to yet
anot her type of specialist.

This person diagnosed depression, not
terribly surprising, given the fact that this woman's
life was com ng undone, prescribed an anti depressant,

and after a few weeks she took her own life, 26-years-
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old, low back pain, noncancer pain. Took her own
life, and she left in her suicide note to her nother
that all hope had been dashed when her referral was
deni ed, because she had seen how well her nother had
done, and she was hoping she would be in that
cat egory.

| submt to you that this is an absolute
travesty in a country that has the best available
health care system ostensibly, in the world.

In 1999 the Anerican Acadeny of Pain
Medicine and the American Pain Society did a survey
funded by Janssen looking at noderate to severe,
chroni ¢, noncancer pain.

The extrapolated figure was again about
ten percent of U S adults, but this is a slightly
smal l er scale, because we are not |ooking at any
chronic pain. W are looking at noderate to severe,
and you had to have a five or above on a nunerical
rating scale to actually get into the survey.

| have the seven and the eight through ten
hi ghlighted as 57 percent of people that had severe
pain in this survey. Fifty-one percent, consistent
with the things we heard yesterday, are in fact seeing
a primary care physician. Anot her chunk were seeing

some other specialist, and a very snmall percentage
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were seeing a pain specialist.

Two-thirds of the sanple had lived wth
pain for nore than five years. Seventy-eight percent
reported daily pain, and ten percent reported turning
to alcohol as an analgesic, which we all know is a
very dangerous pasti ne.

| was interested in how the public felt
about treatnent with opioids in preparation for this
present ati on. So we contracted wth Harris
I nteractive and surveyed 1439 patients who had chronic
pain and who had been taking an opioid for at |east
f our nonths.

Most commonly reported: Arthritis, |ow
back pain, mgraine, cancer, not terribly surprising,

and sone patients reported nore than one pain causing

condi tion.

The anal gesics spread: About what you
woul d expect. 638 were taking Schedule |1 opioids.
Schedule 111 through V were 1125, NSAIDs about the

same, and acetam nophen about 800, and many were

taking nore than one. In fact, the average, if you
ook at <chemicals, it was about three to four
chem cal s per per son, i ncl udi ng conbi nati on

anal gesi cs.

The nunerical pain rating estinmates on a
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one to ten scale: You can see here that 22 percent

were in the severe range. Now renenber, these are
peopl e taking opioids. That's how you would get
qualified for the study -- or for the survey.

W asked if pain was controll ed. Twent y
percent said no, not surprisingly. In those whose
pain was well controlled, 39 percent had had to go to
nore than three physicians and pursue care for nore
than six nonths to get sone kind of care that resulted
in decent pain control, and in the ones whose pain was
not controlled, 65 percent, two-thirds, had seen nore
than three physicians, had been trying for -- Al nost
all had been trying for nore than nine nonths, and
still their pain was not well controll ed.

W asked sone statenents: Do you agree or
disagree with the following statement? Patients do
not have trouble obtaining needed pain nedications.
Fifty-four percent of the sanple disagreed. These are
peopl e taki ng pain nmedi cations.

W asked: I have not experienced any
probl ens getting treatnment for ny pain. Thirty-five
per cent di sagreed.

As you' ve heard yesterday and today, a
significant barrier to treatnment is the fear of

addi cti on, and in clinical practi ce, and nmany
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clinicians here on the panel know this quite well,
there is a great deal of confusion between the entity
physi cal dependence, which npbst of us recognize as a
known effect of certain classes of nedications, and
addi ction, which is a disease.

So we asked this case. W said, inagine
that a patient was taking a pain nedication for six
nont hs and suddenly stopped taking it. As a result of
not taking the nedication, they experienced nausea,
sweats, had difficulty sleeping, and felt tense and
jittery. Based on this information, can you
conclusively state that the patient is addicted,
physi cal | y dependent, both, neither, or not sure?

Now people on this panel know that the
correct answer , based on this l[imted case
information, is (b). That's the only thing that you
can conclusively state. There mght be other things,
but that's what you can state based on what was
present ed.

Wien we | ooked at how the patients did, 37
percent, little over a third, got it right.
Unfortunately, 16 percent said this was addiction.
Thirty-five percent said it was both. Two percent
said neither, and ten percent were not sure. So a

little over 50 percent of the patients are confusing
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this on a regul ar basis.

Wen we asked the question a slightly
di fferent way: If you are taking a pain nedication
and you stop it and you have w thdrawal, does that
mean you are addicted? -- 53 percent said yes.

The Liaison Committee on Pain and
Addi ction conposed of the Anerican Acadeny of Pain
Medi ci ne, the Anmerican Pain Society, and the Anerican
Society for Addiction Mdicine got together, and it
promul gated definitions that they hope wll becone
standard that wll span all specialties, not just
addi ction or not just pain.

They stated that addiction is a prinary
chroni ¢ neurobi ol ogi ¢ di sease. It is a disease with
geneti c, psychosoci al , and environnent al factors
influencing its devel opnment and nmanifestations, and it
is characterized, as Dr. Portenoy said yesterday, by
behavi ors that include one or nore of the follow ng:
inpaired control over drug use; conpulsive use;
conti nued use despite harm and craving.

Contrast this wth physical dependence,
which is a state of adaptation that is manifested by a
drug class specific wthdrawal syndrome that can be
produced by abrupt cessation, rapid dose reduction,

decreasing blood Ilevel of the drug, and/or the
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adm ni stration of an antagonist or a neutralizing or
reversal drug.

Physi cal dependence is a known effect of
certain drugs, including opioids. Addiction is a
di sease that sonetinmes involves opioids and sonetines
i nvol ves ot her substances.

So as we go to treat chronic pain, we nust
i ntegrate therapies. | found this very interesting,
because this is very simlar to what Dr. Portenoy
showed you yesterday, and yet we devel oped these quite
i ndependently, | assure you.

Physical therapy can certainly have many
things to offer people with chronic pain. Therapy for
the conorbidities, the sleep disturbance, the anxiety
di sorders, etcetera. The cognitive therapies have
been shown to be extrenely useful, particularly in
hel pi ng people cope with pain as severe as rheunatoid
arthritis. Behavioral therapies are a nminstay of
many prograns, involving the lifestyle changes you' ve
heard nentioned several tinmes yesterday.

The interventions, the things that | did
as an anesthesiologist, spinal <cord stinulators,
punps, nerve blocks, have a role in helping certain
patients. Surgery may be of wuse in some other

patients.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

91

The spectrum of rehabilitation services
ranging from orthotics and splints and specific
occupational therapy all the way to conprehensive
rehabilitation prograns such as run at many -- |ike
that are run at many universities.

O course, pharnmacotherapy is going to be
a part of this. What the physician does is to take
each individual patient sitting before them and
integrate a plan of care, drawing from each of these
various spokes on the wheel to optimze the function
and confort of that individual patient.

Wien you talk about pharmacotherapy, of
course, you are going to talk about prescription
medi ci ne. In this discussion that we've been having
yesterday and wll <continue to have today, it's
inmportant to enphasize there are two distinct
popul ations at the very least that we are discussing,
patients with legitimte need who are appropriately
usi ng t hese very val uabl e nmedi cati ons and
i nappropriate use, the abusers, the diverters, the
peopl e suffering wi th addiction.

Prescription drug abuse is a | ongstanding,
serious problem in this country. It predates the
Food, Drug and Cosnetic Act. This is not new. I

think what is new, and quite frankly I'm very happy
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that it's new, is the heightened awareness of the
pr obl em

Clearly, that has happened, and Purdue
takes this very seriously, and we are devoting
enornous energy to reduce the inappropriate use of
t hese nmedi cations. But what is the real scope?

As you' ve heard today from M. Col enan and
ot hers yesterday, and you will hear nore today, there
are issues with our national data sources. The
surveys that are comonly wused to show trend
i nformation about abuse were not designed to assess
abuse of prescription nedications and, therefore, they
have sonme areas that could be inproved.

In fact, this was pointed out at a N DA
press conference in April of last vyear, that
prescription drug abuse is a largely unrecognized
problemin this country and is a significant conponent
of the overall drug abuse picture and, unfortunately,
not much has happened since that press conference in
hei ght eni ng t he under st andi ng.

Now we' ve | earned a | ot about diversion in
the past few years. W are very actively engaged with
| aw enforcenent as well as regulators and clinicians.

Doct or shoppers are clearly one source of diverted

drug. These nmay be organi zed rings.
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|"ve actually heard of people conducting
classes in how to dupe doctors, how to forge nedica
records, how to feign signs, or how to feign synptons
and create signs to |lead a doctor down the wong path,
or it mght be the sole proprietor, the individuals
who are doing it for noney or to support an abuse
interest, or both.

Prescription fraud cones in many
varieties: Altered prescriptions, sinply changing the
nunber or the information; forged prescriptions,
stealing prescription pads from the doctor's office;
or counterfeiting, just manufacturing prescription
pads, fairly sinple to do these days w th scanners.
Theft from patients and from pharmacists, and then
prescri bers.

The AMA has described the classic four
D's: The outdated physician; the duped physician; the
di shonest, crimnal physician; and the physician who
he or she hinself is inpaired and is engaged in
prescription drug diversion to support their own
habi t .

The public health ramfications of this
are substantial. There is the problem of
experinentation in naive persons, and by naive | mean

in both contexts here, people who are opioid naive.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

94

That is, they have had little exposure to opioids and,
therefore, have not induced respiratory depression
tol erance; or the naive person who is taking somnething
t hey know not hi ng about .

There is a new wave sweeping the country
where people put a bunch of pills, prescription pills,
in a candy dish and pass them around, and you take one
or two or a handful at a party. This is called
pharm ng, p-h-a-r-mi-n-g. It's a very distressing
trend, and as a parent of two young daughters, that
just scares nme to death.

Then we have found, as has the DEA in
their autopsy studies have found, t hat quite

frequently prescription drug abuse is not abusing a

single drug. It is abusing multiple drugs in
conbi nation, often wth alcohol, a very deadly
cocktail .

There are the problens of substance abuse
which you' ve heard about and wll hear nore about
today, the cost to society, the <cost to the
individuals and, nobst inportantly, the <cost to
patients, how this is inpacting access and appropriate
care.

If we ook then at an integrated approach

to ensuring proper use and curbing abuse, as sone of
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the questions the FDA has posed to you today,

certainly statutes and regul ati on have a role here.

The Controlled Substances Act is designed
to ensure an adequate supply for legitinmate nedica
and scientific needs of controlled substances, while
at the same tinme preventing diversion.

Regul ati on such as -- and statutes such as
prescription nonitoring prograns, as was referenced
yesterday by Dr. Levy: El ectronic data capture
prograns can be very, very effective in curbing abuse
and nmaking sure legitimate patients have the
nmedi cati on avail able to them

Surveillance systens and interventions:
Again, going to Dr. Levy's talk yesterday. The
nmedi cal board gets the prescription nonitoring plan
data, and then can make appropriate educational or
rarely, disciplinary interventions as needed.

Law enforcenent: There are many, many
jurisdictions in this country where there is not a
single officer doing drug diversion worKk. There are
many doing vice and street narcotics, but there's
relatively few who are focusing on this very inportant
pr obl em

Access to addiction treatnent: Ve  know

the statistics are very clear that addiction treatnent
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resulting in fewer relapses, and is

than i ncarceration

Educati on

and prevention: If we can

educate our young people, give themthe smarts to say
no to prescription drug abuse, to not start to dabble
in that area and go down this road, we will find that
this is also nore effective and cheaper than even
treat ment.

New chem cal entities and new
fornmul ations: Purdue is actively pursuing these kinds
of things to try to find nedications or create
formulations that wll not be desirable to abusers and
yet will still provide full benefit to patients.

Wel | designed, articulated, nulti-pronged,
living risk managenent prograns that can adapt to new
situations as information is brought forth is a very
i mportant part to this approach.

Finally, inproved practice at the clinica
| evel : Better knowl edge and skills and better
application of those know edge and skills.

Al of these facets together working in
harnmony can result in optimal public health.

The ri sk managenent pl ans have been tal ked
about by the FDA for sonetine, and they are to be

commended for pursuing this, because it is time that
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we ook at this in a different perspective.

As we get nore and nore sophisticated
medi cations on the market, we are going to find new
risks that we didn't even see before, and we have to
be able to conmunicate those risks and nanage them
appropriately for optimal public health.

Scheduling, of course, when you are
tal king about controlled substances, is the |inchpin
of a risk managenent program Scheduling, by its very
nature, inplies that the drug has abuse potential, and
yet, if it's a Schedule Il or lower, has legitimte
medi cal need.

Labeling is the dom nant conmunicati on,
the thought from which all subsequent comunication
froma manufacturer to the end prescriber or dispenser
derives. Labeling has to be accurate. It has to be
clear, and going to the scheduling issue again, if
| abeling -- if the box warning you heard about today
is the strongest form of |abeling that the FDA can
use, and scheduled drugs by their very nature have
abuse liability, we support the use of box warnings
appropriate to the schedule for every schedul ed drug.

In fact, we in conjunction with the FDA
worked on the box warning for Oxycontin's package

insert, and we submtted wthout any pronpting or
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di scussion a simlar box warning for our M5 Contin
pr oduct .

The education of health care professionals
is an inperative part of risk managenent. These are
the people who are making the clinical decisions.
This should be an industryw de commtnent. Pur due,
for our part, has been doing a great deal of education
and prevention of diversion, stopping abuse, detecting
and assessi ng addicti on.

In the last two years, we have touched
over 250,000 health care professionals wth those
nmessages. In places where Oxycontin abuse and
di version were problematic in some of the rural areas
where it was difficult for people to travel |ong
di stances, we did long distance |earning education
t hrough Wbcasting and through teleconferences. W
took the information to them nmade it accessible in
t hei r backyard.

W have put together CD ROVs of inportant
links on the Webs of diversion related and addiction
related materials, nonographs, and in docunentation
kits which we have distributed, about a quarter
mllion Kkits to guide a doctor through the
docunent ati on process that the nedical boards require.

Education of patients and caregivers:
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Wien we started getting into trying to understand the
abuse and diversion problem of prescription drugs, we
ran up on a sobering fact. Al'l of the educationa
prograns that currently exist to try to dissuade our
young people from drug abuse nentioned nothing about
prescription drugs. They tell you about street drugs,
but they don't tell you what's in your nedicine chest
or your Kkitchen at horme.

So we created a program called "Painfully
Qovious" that is designed specifically to market the
nmessage to youth in a way that youth will get, which
would be quite different than marketing to you, |
assure you, that prescription drug abuse is drug
abuse.

W al so have created what | believe to be
-- and it's been approved by the agency -- the first
pati ent package insert for a schedul ed opi oid.

Surveillance activities | referred to
earlier, and there is a nunber of different types of
activities, including the post-nmarket experience, the
MedWat ch program and other types of progranms which
"1l highlight in a nonment.

Stepped interventions: Wen you do
survei |l l ance and you gat her experience, you nust make

interventions that are appropriate to the information
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that you find. You nmust continuously assess the
out cone of those interventions in a constant cycle of
reassessment, reenphasizing different parts of the
risk managenment plan, and revision as situations
di ct at e.

In balancing the need to treat chronic
pain, 1'd like to give you sonme exanples of what the
various players can do.

Gover nnent , clearly, can encour age
education about pain <care and addiction. In
California there is now a legislative mandate that, as
a condition of licensure, you must have pain nedicine
and palliative care education in medical school. West
Virginia has now invoked required CVE for pain for
renewal of |icensure.

Class labeling: The broad |abeling we've
tal ked about s appropriate, but also there is
information that is appropriate to the class. W have
enough know edge now about opioids that we can put in
reasonable statenents in all opioid labels to talk
about things that are comon. Also the long term
studies that are proposed would provide nore

information in this area.

In law enforcenent: In sone states, for
instance, the trafficking in Schedule IIl opioids is a
SAG CORrRP
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m sdenmeanor. It's not a felony, and busy prosecutors
often will not waste tinme with m sdeneanors.

| ndustry can certainly encour age,
facilitate and provi de educati on. Ve have

distributed, for instance, the Federation of State
Medi cal Board guidelines. Purdue has distributed wel
over 100,000 copies of those to physicians around the
country. The APS Analgesic Cuides, thousands of
copi es. Lawful prescribing slide kits, addiction
assessnent slide kits, and we have also been very
actively involved in educating | aw enforcenent.

Ri sk conmmuni cat i on: Clearly
comuni cating the risks such as the box warning.

Here's an exanpl e of sone of the diversion
information we put out, and we have sanples that |
will leave with Ms. Topper for the Advisory Committee.

You can see with a sinple four strokes of the pen, |
was able to alter the prescription on the left to now
get sonething that is four times as strong as the
physi cian intended and to walk hone with 60 nore than
t he physici an intended.

I f, however, we  get physicians to

carefully wite this out with the word "ten" behind
the strength and the quantity, as they would wite

their own checks, this would be nmuch harder to do.
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There's a phenonenon called rinsing
wher eby someone uses a solvent to try to take away the
ink that I've witten and then wite in what they
Wi sh. Tanper resistant prescription pads, not pre-
printing your DEA registration nunber on prescription
can help with this.

The tanper-resistant pads | nentioned, we
are now distributing. These pads have six different
security features included. A couple that I'Il point
out: You can see the word "void" appearing here when
it is scanned or photocopi ed. In the actual sanple
it's much nore promnent. It doesn't project well.

It says right here "valid for controlled
subst ances only" so that the pharmaci st knows, if they
get a controlled substance from a prescription pad in
nmy office and it's not on one of these, they should be
suspi ci ous.

Thi s background bl eeds very easily if you
try the rinsing or alteration technology. On the back
there is a watermark, and there is also a di sappearing
t hermochrom ¢ ink that, when you rub it, the heat from
the friction of your finger makes it disappear; and
while you can enulate that with a scanner, you can't
duplicate that with a scanner.

W are now distributing these on a state
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by state basis, starting with areas where prescription
abuse and di versi on have been nost prom nent.

Governnent can also, as you heard today,
assist with data collection and interpretation on
pai n, addiction, abuse and diversion, and we wel cone
partnerships with NIH for these |long term studies that
were tal ked about yesterday.

Gover nment can pronul gate state statutes,
nodel state statutes for well designed, nonintrusive,
privacy protected electronic prescription nonitoring
pr ogr ans.

| ndustry can continue to develop and
adm ni ster product specific risk managenent plans that
are unique to the individual attributes of a
particul ar pr oduct , and progressively work on
devel oping Iines of progressively nore and nore abuse
resistant formul ations that, while are harder to abuse
or undesi rabl e to abuse, provi de t he ful
pharmacol ogic benefit to patients wth legitimte
need.

O course, discovery research: If we can
find the conpounds that are excellent anal gesics that
have no abuse potential, that will be a great boon to
soci ety.

One type of surveillance system I'd |ike
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to take just one second to tal k about that conplenents
the governnent and other surveillance systens is one
that we have created called the RADARS system Qur
objective here is to develop a nore robust and
reliable indicator of diversion and abuse than
currently publicly accessi bl e dat abases.

In order to | ook at abuse and diversion of
a legitimate pharmaceutical, it's a very different
issue than looking at street drugs. W have to have
rate information to nake intelligent decisions. That
is, for every 100,000 peopl e exposed in a year to Drug
X, what percent was abused? How nmuch was diverted?

Only by rate information can we nake
intelligent choices, and we hope this wll provide
earlier signal detection through an active data
gathering rather than a passive or spontaneous
reporting system

Heal th practitioners, of course, if we are
of fering education, must avail thenselves of it. They
shoul d support nodel state statutes. In fact, it's
i nteresting. Wen | talk about this notion to
physician colleagues in states that don't have
prescription nonitoring prograns, they imediately dig
in their heels until | point out that in Nevada and

Kentucky, which tracks this information, that the

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

105

gueries of the system from health care practitioners
out nunber the queries from law enforcenment by 15 to
one. That is, it's a very useful tool for ne to
protect nyself and neke sure that ny practice is
pr ot ect ed.

O course, prescribing conscientiously and
t houghtfully, taking the few extra seconds to wite
out the quantity and strength, witing on tanper
resi stant pads.

Academia also has to get education about
pain care and addiction, tw of the nost conmon things
we are likely to see as physicians, into the prinmary
curricul um O course, they can research the best
educational practices, looking at what is the nost
effective way to change physician behavior and other
health care practitioner behavior, as well as
researching the best care practices.

So in summary, there is a significant

burden of wunnecessary suffering from chronic pain in

the United States. pi oids have a significant role,
and will continue to have a significant role in this
t her apy.

Al'l opioids, however, have a recognized
abuse potential. The product specific risk nmanagenent

pl ans can reduce the abuse.
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| nprovenents can and should be made in
both the assessnment and the treatnment of pain and
subst ance abuse. W need better data. There is no
guestion about it.

The nost cogent approach to protecting
pati ent access to opioids is a nultilateral,
integrated strategy based on data, and we welcone
col laboration with our industry, our governnent, and
our academ c partners in trying to get our arns around
t hese issues.

In conclusion, there is really a few
things that, | think, everyone in this room wants to
do. VW want to ensure access to effective and
appropriate care for patients with pain. W want to
curb abuse. W want to diagnose and treat addiction.

W want to prevent diversion.

In order to do that, the regulators, the
health care professionals, the |aw enforcenent
officials, industry, educators, legislators, and the
general public must engage in an active dialogue,
respecting the different viewpoints you ve heard
expressed in the past tw days and our varying
experiences, but trying to talk in a rational dial ogue
so that we can conme to consensus on ways to optimze

the health of the citizens of this country.
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An exanple of this is the DEA statenent

where 21 organi zations joined with the DEA to cone out
to say that, while we nust be aggressive in preventing
diversion of controlled substances, we nust ensure
that those efforts do not adversely inpact patient
care.

| would Ilike to thank the FDA in
particular Dr. MCormck who, | know, really wanted to
be here today, for assenbling this forum where we can
begin this kind of dialogue and nutually share things
to our benefit.

Purdue believes that if all the assenbled
parties work together here as described, we can
col l ect and dissem nate accurate information. W can
i nprove accountability, and we can ensure access to
pain nedicines for patients with legitinmte nedical
need. Thank you, M. Chairnman.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Haddox. Wy don't you stay up there for one mnute.
Does anybody around the table have any questions for
Dr. Haddox? Dr. Portenoy, please.

DR PORTENOY: Davi d, thank you for your
comments. They were terrific.

Can you just sunmarize what we do have in

the way of outcone data to suggest that a risk
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managenent strategy of the type you outlined works,
and to what extent it works?

DR HADDOX: | am not sure that we have a
ot of outconme data in that regard, Russ. | think
that there are pieces where we have sone data, and we
have been able to show, for instance, in sone of the
areas where we have been very actively involved in
di version prevention education that we have gotten
feedback from local |aw enforcenment that it seens to

be making a difference in the prescription drug abuse

probl em

So | think right now it's nore of a
pi eceneal thing. | believe that that is part of the
whole of idea, is developing appropriate outcones
neasures -- the RADARS system for one, would be one
outconme -- and then taking that outcone and putting it

back into the system to recycle it, to keep fine
tuning and, as | said, nake this a living plan, not
sonmet hing static that's on a shelf somewhere.

ACTI NG CHAI RVAN KATZ: Dr. Horl ocker,
foll owed by M. Bl oom

DR HORLOCKER: You gave sone specific
exanpl es of things that the FDA and we as health care
providers can do to decrease diversion and addiction

anong patients, and also went into sone detail that
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Purdue and ot her industries have done for education.

Have you consi der ed di fferent
fornul ati ons, such as addi ng nal oxone to sonme of these
long acting preparations to decrease the I|ikelihood
that, if it's crushed up and nmainlined, the person
woul d go through w thdrawal or would not have the sane
opi oi d hi gh?

DR HADDOX: Yes, we have. W have an
entire line of thinking along this point. W have --
Ilt's really our nunber one research priority
presently.

There are two things that we are working
on presently that we think are further along in
devel oprent . One is the addition of nal oxone. Now
while that sonetinmes is said to be very sinple, it's
actually fairly chall enging, because one of the things
we don't want to do is to harma patient.

There are issues about giving patients who
are not abusing nedicines a nedication they don't need
in order to prevent soneone el se from abusing the sane
formulation, and there's the issues of what is the
right dose. But we are exploring that very
aggressively right now.

A second way of doing this is using a

sequestration nethodol ogy, to sequester an oral
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bi oavai | abl e drug such as nal trexone, such that when a
person takes a tablet intact, they would not
experience or be exposed to the naltrexone. | f they
tried to alter the forrmulation, they would release it,
and then acconplish the goal that you nentioned of
ei ther no euphoria or perhaps induction and w thdrawal
if they are physically dependent.

These are very challenging technica
i ssues, however.

ACTI NG CHAI RVAN KATZ: Thank vyou. M.
Bl oonf?

MR. BLOOM  Thank you very nuch. Just a
couple of technical clarifications of sonme terns in
t he handout. In the "Attitudes and Beliefs 2002"
thing, there is a slight typo that's rather inportant.
In the VPE ranges of the 8 to 10, the nunber is 22
percent . It's 2 with a space with 2, which nakes it
look like it's two percent. So that should be
corrected to nake sure it reflects accurately that it
was 22 percent.

DR HADDOX: Thank you. That's an
artifact of Bill Cates.

MR. BLOOM No problem A second thing is
in the "Attitudes and Beliefs 2002" the answer 37

percent, nunber 2, you suggested, was the only right
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answer. The handout does not indicate that. It would
be helpful if it would indicate that.

| also believe that | am correct that you
did say that in the survey the patients were asked
that, if they experienced wthdrawal synptons even
t hough they were physically dependent on a nedication,
that they said they were addicted.

DR, HADDOX: What we asked was: If you
are taking a pain nmedicine yourself, and you stop it
and had w thdrawal, does that nean you are addicted?
Fifty-three percent said yes.

MR, BLOOM Ri ght. That's not reflected
i n your handout anywhere, and also | think that would
be an inportant thing to highlight.

DR HADDOX: So noted. Thank you, sir.

ACTI NG CHAI RVAN KATZ: LIlyn Ll oyd
foll owed by Doctors Schuster, Foley and Portenoy.

DR LLOYD: Thank vyou. Doctor, you
menti oned about tanper resistant prescription pads
bei ng nade available. 1'd like to know, are there any
states that have so far required those?

DR HADDOX: Yes, there are. As a matter
of fact, Kentucky when they instituted their
el ectronic prescription nonitoring program in 1997,

part of that bill also required the use of a security
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paper technol ogy like this.

What they do in Kentucky is they nandate
the criterion, and then you can purchase those from
whi chever printer has the state seal of approval. So
you can get your best deal on the market.

There are sone other states that do
require that you purchase them from the state, New
York state, for instance, for Schedule Ils and the
benzodi azepi nes, Texas for Schedule 1Is in their
triplicate form California the triplicates.

So there's lots of variations around this.
What we are doing with our programis in states where
there is not a state mandated or a state purchased
form we are going to the Board of Pharmacy and sayi ng
here's what we want to do, do you have any objections,
how would you like the face of the prescription to
| ook, because there are statutory and regulatory
requirenments that differ from state to state as to
where you sign for generic and where you sign for
brand necessary and what those words say, brand
necessary versus di spense as witten.

So it's a process, but we have been going
very rapidly, | think, with this. R ght now we have
about 8,000 physicians who are taking us up on this

of fer. W are providing these free of charge, and
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there is no commercial attribution to the forns.

ACTI NG CHAI RVAN KATZ: Dr. Schuster.

DR SCHUSTER  Yes. | was interested in
the use of fornmulations that would be effective in
preventing parenteral abuse of these products, such as
the addition of nal oxone. But if | understand the
data comng from the Drug Enforcenent Agency of the
177 deaths attributed or nost likely attributed to
Oxycontin, only seven of those were associated wth
anyt hing ot her than oral adm nistration.

Do you care to comment about that?

DR HADDOX: Yes. | think that the -- |
have sone issues with the analysis of that supposed
study, nunber one. W can talk about it later, if you

wi sh, in the discussion section.

That's why t he or al sequest er ed
Nal trexone, we think, is another potential option,
because -- and there's actually sone other options we

are pursuing as well that would prevent oral abuse of
just by taking a handful of pills. But as | said, we
have about five different things that we are pursuing
right now, and they do involve a nunber of sort of
variations on that thene.

ACTI NG CHAI RVAN KATZ: Dr. Fol ey.

DR FOLEY; Yes. | think | have a
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statenent and then a question.

The statenment is that Dave Joranson from
the University of Wsconsin has reported data to show
that |ooking at the degree of drug diversion with a
drug such as a controlled rel ease product such as the
long acting norphine preparations showed, when vyou
increased availability in this country or in India,
that you didn't see much in the way of diversion

| think that that hasn't been sort of here
included in all of the discussions, and | think it's
inmportant to recognize that there is a sort of
uni queness to Oxycodone and Oxycontin that is causing
the sort of spurt in epidem c perspective, and it nay
not be consistent with many of the other products that
are on the narket. So | think that that should be
consi der ed.

| think the second issue to Dr. Haddox is:

Clearly, there 1is under-treatnment of pain and
pr of ound under-educati on of physicians in the country.

Now we are asking you to divert your funds to teach
the country about substance abuse, not about pain
managenent .

How does a conpany or how should we be
asking the pharmaceutical industry who is trying to

advance pian mnanagenent to now take on a national
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epi dem c that we have wi thout the governnment or other
groups playing a mjor role in this kind of
educat i onal force? How do we think of the
ri sk/ benefit there? How do we [ook at the burdens to
conmpany? What should be the role of conpanies?

| think 1'd like to hear that from Dr.
Haddox.

DR, HADDOX: | think that industry does
have a very inportant role in educating people about
t hese i ssues. Clearly, we don't want to back away
from the inportant mssion of getting pain better
treated in this country, and yet we realize that in
doing so and using controlled substances that have
abuse liability, there is an obligation there.

| do agree with you that this should be a

multi-lateral effort involving governnent, involving
academ a, and it should be an industry-w de
conmmi t nent . I don't think it is fair to put the

burden on one single conpany.

ACTI NG CHAI RVMAN KATZ: Dr. Portenoy?

DR PORTENOY: David, 1'd just like to
hear you comment on one |ast issue. That is, how do
we assess outcomes in relation to nedical practice?

| struggle with this all the tinme when you

are trying to educate physicians about how to
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prescribe in a way that involves appropriate patient
sel ection and nonitoring of abuse behavi ors.

W have an indication that using sort of
public relations marketing technology in primary care
can influence prescribing -- increase prescribing, at
least in the setting of huge unnet need. Qovi ousl y,
Purdue Pharma has been under a lot of criticism for
that. And now we are saying that it's out there, it's
bei ng done. Good outcones are being seen, but there
are also sone problenmatic outcones. So we want to
pull back a little bit. W want those primary care
providers to gain sone different kinds of skills and
to exercise sone different kinds of judgnents.

What's the perspective of industry in
terns of nonitoring that or in terns of providing that
ki nd of education, nonitoring those kind of outcones,
and are you aware of any data that really allows us to
know whet her or not any of those efforts work?

DR, HADDOX: Well, the last question is
the easiest one to answer, because it's a sinple no.
The other issues: | think that industry would clearly
wel cone partnership wth academc and nedica
societies to try to | ook at these issues.

| suppose the mantra that | go by, and I

fall back on ny anesthesiology training, is the notto
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of the American Society of Anesthesiologists:

"Vigilance.™ | think that that is sonmething that is
i ncunbent upon doctors, to be vigilant, to see what's
happening with their patients.

| have seen very few instances where
physi ci ans who were paying attention to what was goi ng
on with the overall treatnment course got thenselves or
their patients into significant trouble. The key is
to know what your confort level is, to hopefully
increase that confort Jlevel wth new skills and
know edge over tine, and to know when to call for sone
assi st ance.

Just like you nentioned yesterday about
hypertension, | had a very low threshold for calling

for help for treatnent with diabetes when |I was doing

chronic pain, particularly if | was considering
i nvasi ve technol ogy. I"d get an endocrinologist to
help me out here to nmake sure that | wasn't going to

make the person worse rather than better.

Sol think it's just part of -- One of the
things that | find frustrating personally is that
peopl e, physicians particularly, seem to think of
opioid therapy as sonething different, and it seens
to ne, if you just be a good doctor, just do the stuff

you do every day with opioids like you do with insulin
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and ACE inhibitors, you know, the odds are you are
going to help a Iot of folKks.

ACTI NG CHAI RMAN KATZ: Dr. Parris.

DR PARRIS: David, nice presentation. M
observation and ny question has to do wth the
education of health care professionals. You have been
on the inside in academ a, and you are now proposing
that the education of the health care professional is
i mportant.

| continue to be anmazed at the ignorance
of our graduating young physicians as far as their
education on pain in general and opioids in
particular. Do you have any specific recomendations
to nake, given the fact that you have been at Enory
and now you are in industry? Do you have any specific
recommendations as to how we <can correct this
i gnorance that exists in our young graduating nedica
and nursing personnel ?

DR. HADDOX: As was mnentioned yesterday by
Dr. Levy, | believe, integrating new information into
a medi cal school curriculumis a remarkabl e chall enge.

As you know from your work at Vanderbilt, everyone
wants a piece of the pie, and the pie is only four
years long, and there's only so many hours in the day.

| think, however, that when you think
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about what a physician, regardless of what they w nd

up doing, is likely to encounter, there 1is a
di sconnect between what we are taught and what we see.

Every physician is going to see pain. It mght be
acute pain. It mght be procedural pain, mght be
traumatic pain. It mght be the type of pain that you
and | have treated.

Every physician is going to see substance
abuse, although they may not recognize it. | think
these should be basic, fundanental things. The
Ameri can Acadeny of Pain Medicine, as you are aware,
is working on a curriculumto try to present to the
Associ ation of American Medical Colleges that wll
make it easier for curriculum conmrittees to put this
t hr oughout the curricul um

| think it's going to take a rea
conmtment, and the Chairman-elect of the Board of
Trustees of the American Medical Association, Ed H I,
has called for -- and | think it bears sone thought --
Fl exner 11.

It's been 100 years al nost since Abraham
Fl exner delivered his report on the state of nedica
educati on. Maybe it's tinme to take another |ook at
it.

ACTI NG CHAI RVAN KATZ: Even though we are

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

120

running a couple of mnutes behind schedule, I'm going
to take one final question nyself, Dr. Haddox.

DR HADDOX: Certainly.

ACTI NG CHAI RVAN KATZ: In review ng your
slides and listening to your very thoughtful
presentation, it struck ne that, despite the fact that
we know so little about sone of the syndronmes that we
are concerned about here today, addiction, tolerance,
diversion, and the fact that there's been alnost no
clinical research in those areas, | didn't see
clinical research nentioned on any of vyour slides
about how we are going to nove forward here to better
understand what it is exactly that we are dealing
Wit h.

I'm sure that wasn' t a deliberate
om ssi on. I wonder if you could describe in nore
detail what industry's perspective is on pursuing an
aggressive program of clinical research to better
understand what is it exactly that we are talking
about here?

DR HADDOX: Well, | think that in terns
of the pharmaceuticals and the |labeling issues we
tal ked about, | believe that these efficacy trials
that were discussed yesterday and a little bit this

nor ni ng make a | ot of sense.
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W are dealing with conpounds that are not
exactly new. Oxycodone, for instance, has been
synt hesi zed since 1917, has been continuously market ed
in the world since then, norphine, of course, in the
1800s isolated. So | don't think we're tal king about
new i ssues.

The question that | think it begs is what

is the pharmaceutical industry's obligation to fund

studi es to understand addiction? | think that's an
issue that, | think, bears sone discussion, and |I'm
not going to tell you that | can stand here and tel

you that | have industry consensus on that.

| think that, «clearly, 1in our post-
mar keting surveillance we should be actively | ooking
for this, as we have |onger experiences with patient
registries, for instance, as we do wth Oxycontin
where we are constantly culling this data and | ooking
for things much like we talked about yesterday, the
real world.

Now we have the drug out there in the rea
world, let's follow these people closely and find out
what's going on. That is one way of doing this, but I
think the key here is active rather than passive
reporting.

The RADARS surveillance system that
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mentioned to you -- we think that this is going to be
-- Well, we know it wll be a series of studies that
we hope will put together a much clearer picture of
this issue of diversion. W are looking, for
instance, at -- W've added itens to the DENS, the
Drug Evaluation Network System the ONDCP-funded
online, real tine intake systemfor treatnment centers,
about prescription drugs. That will probably be up to
about 250 reporting centers by the end of this year.

W have established a key informant
network of N DA grantees, pain clinicians, dentists
doing facial pain, people doing substance abuse, to
feed us information on a regular basis about what they
are seeing.

So | think there's lots of things industry
can do. | don't think industry can do it along,
however. That's why | wanted to put forth this notion
of an active partnership with academ a and governnent.

ACTI NG CHAI RVAN KATZ: Thank you very
nmuch. It's very helpful. | appreciate -- W al
appreci ate your tine.

Let me then bring Dr. Rappaport up to
i ntroduce our upcom ng session on prescription drug
abuse.

DR RAPPAPORT: | think we all understand
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what we are here to talk about today. So | just want
to take a mnute to remnd the Conmttee nenbers about
one particular regulatory issue that you need to keep
in mnd in your discussions today.

W believe that there are ways in which
various aspects of drug developnent nmay use the
| abel ing process to prevent problens |ike abuse and
addiction. You need to understand that what ends up
in the | abel may end up in the sponsor's adverti sing.

Now that's fine. That's the way the
system worKks. However, while these materials are
subject to a nunber of regulations that ensure that
they provide a fair and bal anced presentation, |ack of
adequate data on the risks of a drug to inform the
| abel may result in potentially dangerous information
bei ng di ssem nat ed.

Anot her way in which it is very inportant
what goes into the |abel, as Dr. Haddox was talking
about with the black box warning -- | nean, that's not
just there to inform physicians about the dangers of
the drug. It also then becones a requirenent that go
into all the advertising nmaterials.

There are ways that we can nanipul ate the
| abel into being nore informative for you as

prescribers and for the public, but there are a | ot of
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regulatory twists to this. So you need to keep that
in mnd in terns of what you ask for in clinical
studi es of safety concerns such as addiction and abuse
and di version issues.

ACTI NG CHAI RVAN KATZ: May | just ask you
to -- Doug Rappaport, for a quick clarification. So
is what you are saying then that, if a |abel states
that a drug is safe and efficacious for a particular
consideration, that it is inportant for the Conmittee
to bear in mnd that safety enconpasses all the
aspects of safety for the intended popul ation? That's
what |'m hearing, from what you're saying? |Is that
fair take hone nessage?

DR RAPPAPORT: Essentially, yes.

ACTI NG CHAI RVAN KATZ: Anybody el se from

FDA want to add any coments to that -- to Dr.
Rappaport's introduction? Mtchell, question?

DR MAX: Bob, | have no idea what you
just said we should keep in mnd. I'mtrying to help.

Could you try it again? Maybe give an exanple of
what we shouldn't do. What would be a terrible
m st ake?

DR RAPPAPORT: |I'msorry. Ckay.
DR. KWEDER  Bob, can | hel p you?

DR RAPPAPCRT: No. | nean, |'ve got --
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Only information from an adequate and well controlled
study can go into the clinical trial section of the
study -- of the |abel. However, if you have safety
information, that can be put into the |abel at anytine
and can be fit in appropriately.

So I'"mjust trying to tell you to be aware
that, if we don't ask for certain information, we
won't get certain information in the label, and then
in terns of the marketing and advertising material s,
we cannot require -- The agency cannot require that
sponsors put that information into their materials.
Dr. Kweder?

DR MAX: Yes. | hear that you just want
us to wunderline like Nat did the key areas of
i gnorance that we nust know nore about if we are to
responsi bly expand the prescription of sone of these
dr ugs.

DR RAPPAPCRT: That's correct. Dr .
Kweder, did you want to nmake a conment ?

DR KWEDER  Yes. | think the reason Dr.
Rappaport brought this wup 1is because the term
"l abeling of drugs" has cone up nany tinmes over the
day and half we've been here, and the |abel -- but we
haven't had a real discussion about it.

| think a couple of the highlights are
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that the labeling is designed for prescribers to be
informative and hel p prescri be a pr oduct
appropriately. W also know that nbst prescribers
don't read them

Anot her reason -- but there are things
that we do to try and ensure that key information
about a product gets out. Now yesterday, for exanple,
t here was discussion about people on the Conmttee --
by way of exanple, that you like the idea of a very
broad indication for opioids, because that allows you
to use them as you see fit, particularly in a
specialty setting, very understandabl e.

The downside to that is that the |abel is
a legally binding docunent for the conpany. The
conpany can only pronote a product based on what's in
t he | abel . If a broad indication is in the |abel
despite the fact that sone clinicians in practice
think that certain uses of a product mght not be
appropriate, it's perfectly appropriate for a conpany
to market the product for very broad indications with
speci fics.

It's not unique to this area of nedicine,
not at all. So it is just sonething to keep in m nd.

Secondly, on the black box issue, one of

the reasons that the black box is often a useful tool
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is, while warnings nust be reflected in pronotional
materials of any product, they nust be particularly
prom nent on all pronotional materials when there is a
bl ack box.

So often in order to get the word out
about a unique safety problem or somet hi ng
particularly troubling, the agency wll wutilize the
bl ack box tool, because it ensures that that two-page
spread in the journal you get has the information from
that bl ack box promnently figured.

| think that's part of Bob's point, is
trying to keep in mnd that there are a ot of ways to
deal with this, to deal with sone of these issues and
try to balance appropriate prescribing information
with warning information. W have sone tools that
work better than others.

Does that help you, Mtch?

DR MAX: Yes. Well, if we were to say as
a commttee that we do not have data at this nonent
about the overall benefit/risk at one year, and we
really can endorse that only on an anecdotal basis,
woul d that get -- would that nake payers not pay for
this? Wuld we be damaging a | ot of patients?

| nean, there's one way to do it right

like | think the arthritis -- There are these
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rheumatoid arthritis guidelines where they set up
tiers of evidence requiring |longer and |onger studies.
You relieve pain first tier. You relieve -- you
increase function, and eventually erosions, and it's
like the d ynpics. Al the conpanies are spending
nore and nore noney to go to bigger and |onger
studi es, because they really want it, and it seens to
be wor ki ng marvel ously.

Is there sone schene where we could do
that wthout doing sonething really bad to cut off
patients?

DR KWEDER: | think that's a much | onger
di scussi on.

ACTI NG CHAI RMAN KATZ: It doesn't sound
like we're going to get --

DR RAPPAPORT: No, | don't --

ACTI NG CHAI RVAN KATZ: Does anyone have an
answer for that?

DR RAPPAPCRT: | don't have an answer for
that at this tine.

ACTI NG CHAl RVAN KATZ: Let's go to --

Sorry, no answer. Let's go to Dr. Tobin, who has a
guestion. OCh, I"'msorry, Dr. Smley.
DR SM LEY: That's all right. ["m very

flattered to be m staken for Dr. Tobin.
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obvious to you, painfully obvious, that we are not
regul ators and don't under st and t he process
particularly well. But it seens to ne that, if we are
pushing the idea of broad |abeling, whatever that
actually means in the regulatory process, does that
give you or give the FDA sone nore leeway to require
safety information on a broad basis al so?

Maybe 1'm not phrasing the question in a
regulator's way, but seens to ne, if we are saying
that we agree that opioids could be |abeled broadly
because we know that opioids are opioids and, you
know, pain relief is a result of all of them then
can't the problens with one opioid be at [east in sone
way mandated or encouraged or whatever the proper word
is for a new product, even if you don't have
i nformation on that product about the safety issue?

DR RAPPAPORT: W do include information
about classes of pharmacol ogical products in safety
information in the labeling, but primarily what we put
in the labeling is what we see from the clinical
experience, from the trial experience, and the data
that we get out of that.

In a sense, saying that something is part

of a group of products such as the opiates
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automatically has its own set of information that
comes with it. So, yes. In a sense, yes, but
primarily our information in the label is comng out
of clinical trials.

ACTI NG CHAI RVAN KATZ: I'll take one nore
guestion from M. Bloom and then we'll go on to the
present ati on.

MR. BLOOM Thank you. This is a question
for the FDA, and | don't know if this is under vyour
mandate or not. Do you decide the yellow warning
| abel s that are on the prescription bottles from the
pharmacy or is that individual pharnmacies that decide
t he wordi ng on then®

DR RAPPAPCRT: W don't decide those in
particular. W can work with a pharnaceutical conpany
when we approve a product to request special warning
mar kers on |abeling and product packaging. Ilt's a
process of working with the sponsor to devel op that,
if it's felt to be necessary.

MR. BLOOM The point being that | have
t hought for years now -- and this has been a joke
during ny college years, and |I've noticed this for the
last 20 years, and | have a bottle right here. I
think the fact that all of the benzodi azepi nes and

opioids all say "Alcohol may intensive this effect” is
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hardly a warning | abel telling you the consequences of
it, and intends to be an encouragenent |abel to say
that, if you mx alcohol with it, you' re going to get
a better boost out of the nedicine.

| would suggest that there's probably a
better warning label to put on it than the current
wor di ng.

DR KWEDER: Jeff, we actually. He's
right. Those little stickers are put on by
pharmaci sts, and those are not specifically regul ated
by FDA That's really sort of the practice of
phar macy.

There have been specific situations where,
particularly for products that are distributed in unit
of dose use -- you can only get themin a package of
30, for exanple -- where we work with conpanies to
have a specific warning inprinted on the bottle that
doesn't rely on a pharnmacist to apply it.

W recently did it for an antiretrovira
drug, for exanple, that has a very potent and
worrisone toxicity.

MR, BLOOM Let nme say that probably is a
good idea. You know, | think it's -- In college this
was a big joke to people, and | mean, |'ve never seen

-- From any pharmacy at |east in the Washington area,
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everyone has that sanme |abel that says alcohol may
intensify this effect. You can inmagine what that
translates to. So --

ACTI NG CHAI RVAN KATZ: A final, very quick
comrent, and then the presentation.

DR CARLISLE: You would be interested to
know at a mmgjor university in the mdwest a recent
study has shown that young wonen reported that they
used benzodi azepines for weight control. Not bei ng
able to understand this, we did focus groups and
established the fact that they wuld take a
benzodi azepine prior to the time they go to a party so
that they would drink |ess alcohol which, of course,
contai ned the cal ori es.

ACTI NG CHAI RVAN KATZ: Wth that, let ne
introduce Judy Ball from the Substance Abuse and
Mental Health Services Admnistration, who wll be
speaking to us on current data on abuse and diversi on,
wi t h apol ogi es for being behind schedul e.

DR BALL: | want to thank my colleagues
at the FDA for inviting ne to cone and present data
from DAWN. In the interest of full disclosure, |
should also tell you that | did not pay M. Coleman to
say good things about the Drug Abuse Warni ng Network

t hi s norni ng.
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DAWN is one of those data systens that
collects data both on the illegal and |egal drugs. W
collect a lot of data on prescription drugs. In fact,
SAMHSA is required by law to collect information on
drug abuse related energency departnment visits and
drug related deaths that are reviewed by nedical
exam ners and coroners. The Drug Abuse Warning
Network is, in fact, the vehicle by which SAVHSA neets
this requirenent.

On the energency departnent side, DAW
relies on a stratified probability sanple of
hospitals, short term general, non-Federal hospitals
in this country, t hat operate 24-7 energency
depart nents.

Based on the way the sanple is structured,
we are able to produce representative estimates for
the cotermnous US. -- Aaska and Hawaii wll be
joining the union shortly -- but also for 21 nmajor
netropolitan areas. What |I'mgoing to show you nostly
today are national estimates.

Cases that are reported to DAW have to
nmeet very specific criteria. The patient must be
between the ages of six and 97 and was actually
treated in the energency departnent. Patients that

get triaged out without treatnent aren't included.
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The energency departnment visit has to have
been related to drug abuse, and that neans the use of
an illicit drug or the non-nedical use of a
prescription or over-the-counter nmedication. The
notive for the drug use actually has to be docunented
in the record as bei ng dependence, psychic effects, or
sui ci de attenpt or gesture.

So while you mght want to think about
every drug abuse case that shows up in the energency
room being reported to DAW, in fact, there are
probably sonme cases mssing, and we are nmaking sone
changes in the case definition shortly. But in the
nmeantine, this is what we have to work with.

The drug detail in DAW is inportant for
you al so to understand, because it varies based on the
detail that's in the source record. W do not collect
any information directly from patients. W only
abstract information fromnedial records.

So the nedical record may contain the

brand nane, the trade nane. It may contain the
chemical nane. It may give us only the generic or it
may only give us nonspecific information. | f

nonspecific tests for opiates are perforned, for
exanple, that mght be the only information we are

able to derive.
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For both legal and illegal drugs, street
nanes nmay also be docunented in the record. The
result of this is that we do not publish estinates for
particul ar brands. That doesn't nean that we don't
have data on brand | evel information, but the data are
sufficiently inconplete that we think publishing
estimates by brands would be unreliable and
m sl eadi ng.

From the energency departnment sanple in
DAWN, we estimate that for the total country, there
were about 96 mllion enmergency departnent visits for
any reason in 2000, and out of those about 600,000
were related to drug abuse.

Each case of drug abuse can have up to
four drugs reported, and we refer to that instance of
a drug report as a drug nention. The drug may be
mentioned on the record. So for the 600,000 visits,
we had nearly 1.8 mllion drug nmentions or 1.8 drugs
per episode. This is based on a respondi ng sanpl e of
466 hospitals.

As you can see from this chart, about 80
percent of the 1.1 mllion nentions are made up by

just eight categories of drugs. The cocaine, heroin

and nmarijuana plus alcohol in conbination make up
about 50 percent of nmenti ons, but then the
SAG CORP

202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

136

benzodi azepenes, t he ant i depressants and t he
anal gesi cs nake up anot her about 30 percent, and it's
the narcotic analgesics that I will focus on today.

About six different substances nake up
about 85 percent of the nentions of narcotic
anal gesi cs. Wat we see here is, if you think of
nor phi ne of sort of the base for conparison, for every
one nention of norphine we find ten nentions of a
nonspecific narcotic, eight nentions of hydrocodone,
four mentions of oxycodone, and then about two
nmenti ons of propoxyphene or codeine, again relative to
t he nunber of nentions of norphine.

Take a | ook at our recent trends. What we
have found, the mddle colum there shows you
estimates for the year 2000. From 1998 until 2000 we
had a 40 percent increase in the nentions of
unspeci fied narcotics, nearly a 50 percent increase in
hydrocodone nentions, and a doubling of oxycodone
nment i ons.

From 1999 to 2000, the only statistically
significant increases occur for hydrocodone, which
rose 30 percent, 32 percent, and oxycodone which rose
68 percent.

To look at the longer term trends, this

shows just the nost frequent, the oxycodone,
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hydr ocodone and narcotics unspecified. You can see
t hat hydrocodone and narcotic anal gesics unspecified
sort of started at the sane point in 1994, Si nce
t hen, the unspecified nmentions have risen three tines.

Hydrocodone has a bit nore than doubled, and
oxycodone has risen 166 percent, so doubling plus
anot her two-thirds.

For the Ilower frequency narcotics, we
actually see that codeine from 1994 to 2000 dropped 44
percent . Propoxyphene has sort of been jiggering
al ong there. There's no real trend about it, and
nor phi ne rose 126 percent from '94 to 2000, but in
fact that increase sort of happened by 1998, and the
trend has been flat since then.

So that's, in sunmary, what DAWN shows us
about energency departnment visits associated with the
abuse of narcotic anal gesics. Now t he other Kkind of
sentinel event that DAWN tracks is cases that are
revi ewed by nedi cal exam ners and coroners.

Unfortunately, we do not have a
probability sanple of drug related deaths in any way,
and we are not able to produce national estinmates
But we do collect data from about 140 nedica
examners in the country. This is both drug induced

deat hs, when there were overdoses and when there were
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-- and when the death was drug rel at ed.

We only have partial participation in some
of 40 netropolitan areas. W have full participation
in others. What 1'm going to show you now is somne
data from the nedical exam ner conponent from seven
met ropol itan ar eas wher e we have conpl ete
participation, and these happen to be seven
nmetropolitan areas that we al so can produce estinmates
on the energency departnent side.

So we can get a sense of both norbidity
and nortality associated with these particul ar drugs.

To nmake sure that we control for population size
across these cities, | have expressed all of the
nunbers you are going to see fromhere on out in terns
of rates per 100, 000 popul ation.

So let's start with the narcotics not
ot herwi se specified. You can see from the energency
departnent visits that Baltinore has a far higher rate
of reporting of these nentions than these other
cities, but even anong the other cities here there is
quite a bit of wvariability in the rate of these
nment i ons.

The deaths, on the other hand, nedical
examiners usually report fairly specifically. So we

don't have a lot of reports of unspecified narcotics
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on nortality cases, but we do see a few, and the
nunbers here go from a low in San Francisco of .2
deaths per 100,000 population up to .8 deaths per
100, 000 popul ation in Boston.

For oxycodone, you shoul d notice here that
the scale on this chart is not the sane as the scale
on the previous one. This only goes up to 20 per
100, 000. Again, we do see a lot of variability across
the cities, and the deaths actually range from a | ow
of .3 per 100,000 population in Denver and San
Francisco up to a high of one death per 100,000
population in Mam and 1.1 deaths per 100, 000
popul ation in Baltinore.

Oxycodone is not necessarily the only drug
that was involved in these deaths. Just as on the
energency  depart nent si de, multiple drugs are
typically involved, and the average nunber on the
nmedi cal examner side is 2.5, | believe.

So again, we see variation both on the
energency departnment side and on the nedical exam ner
side, and the pattern is not consistent necessarily
across the cities. As you can see here, |ooking at
hydrocodone rates, again the cities that have the
hi ghest rates are not necessarily those that have the

hi ghest rates for oxycodone.
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On the deaths, we have rates ranging from
.2 deaths per 100,000 population in Baltinmore, going
up to .9 deaths per 100,000 population in San D ego
and Los Angel es.

As we expand the DAWN sanple to include
nore nedical examners, we wll be able to produce
nore information like this that can be put together
with the emergency departnent side.

To give just an overview of t he
[imtations of DAW, because there are sone that are
important to understanding these nunbers: The first
is that the intent to abuse the drug has to be
docunented in the nedical record. Currently, we wll
m ss cases if such docunentation is |acking.

Second, we cannot distinguish diversion
versus the abuse of prescription drugs consuned by the
person for whom they were prescribed. That's sinply
not possible, based on nedical record infornmation.

There is variable reporting of nonspecific
terns over which we have limted control. Finally,
right now we do not have any good information on
health status or the presenting conplaint or the
diagnosis for the patient comng into the energency
departnent. For DAWN to speak to heal th consequences,

certainly some of that information is necessary.
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The strengths of DAW, however, have to do

with the extensive drug detail, that there is no other
systematic drug abuse data collection system that
collects as much or as specific detail on illicit,
prescription, and over-the-counter drugs.

We get drugs regardless of the frequency.

W get new and old drugs. W start seeing new drugs
comng into DAWN as soon as they start appearing in
energency departnents, and we are able to produce
statistically wvalid estimates on the energency
departnent side and trends over the |long run

DAWN is al so one of the nore tinely of the
substance abuse data collection systens, and as |
intimated earlier, we are actually -- we have sone
maj or changes planned for the next five years that we
hope will nake DAWN even nore useful for a variety of
users.

Qur sister agency, FDA, is one of our
principal users, and we work with FDA all the tine to
provide them with information out of DAW that wll
hel p themdo their jobs. Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Ball. Are there any questions fromthe table to Dr.
Bal |, specifically about the content of her

presentation? Dr. Carlisle, you are first.
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DR CARLI SLE: | would like to know a

little bit nore about how your cases are defined. You
said in, | believe, your second or third slide that
you had drug related ED visits. Does that include
ot her things such as soft tissue infections, accidents
that are all drug related but are not specifically an
over dose?

DR BALL: Yes. Yes, DAWN includes any
kind of case that is treated in enmergency departnents
that is related to drug abuse. It doesn't nean that
the drug had to be the particular cause of the visit.

The kinds of exanples you give for skin infections
and for accidents are certainly reportable to DAVWN

The ki nds of cases that we m ss are things

i ke drug rape, when a wonman is given a drug w thout
her know edge. That would not be currently reportable
to DAWN And if the visit is totally unrelated to
drug abuse but drugs were on board, the case would
probably not be report ed.

DR CARLISLE: And then the second part of
nmy question is do you have any way of capturing those
patients that have drug related problens but do not
cone to the energency room per se?

The reason | ask that is that in San

Franci sco at ny hospital we have now taken
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approximately 1,000 cases a year of soft tissue
infections and put themin a special clinic. So those
patients are never seen in the energency departnent.
Do you have any way of capturing those patients in
your dat abase?

DR BALL: Right now, we collect data only
from energency departnments, and there nmay be -- Sone
hospitals have nultiple energency departnments for
treatnent of different popul ations.

Especially with the increase in nanaged
care over the past decade, there has been an
i ncreasing concern that drug abuse cases, because of
i nsurance or other reasons, may be being diverted
outside of enmergency departnents, being treated in
these alternative settings.

W were very concerned about why the
| eakage of these cases out of energency departnents
was nmaking the DAWN -- the information in DAW | ess
valid. W actually awarded a contract two years ago
to take a look at this and many other design issues
having to do with DAWN, and we | ooked at the necessity
and the feasibility of trying to capture patients in
ot her settings of care.

On the nanaged care issue, what we found

was that there was no consistent pattern, and nuch of
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the research that has been published recently and is
ongoi ng suggests that, in fact, nanaged care is not
reduci ng the caseloads in energency departnents. In
some cases, it may actually be increasing casel oads.

Alternative care settings such as -- |
don't know what they are called officially -- urgent
care centers and doc-in-the-boxes, we found very
considerably across time and place, and they are
simply not a source of care that is sufficiently
stable to be able to do a sanple and collect data from
on a regul ar basis.

The kind of clinic that you have at San
Franci sco CGeneral, if the patients are not seen in the
energency departnent and treated in the energency
departnent, they would be |ost to DAW But if they
have other issues that cause them to be treated in

your energency care facility, we certainly would pick

t hem up.

ACTI NG CHAI RVAN KATZ: Dr. Reidenburg is
next, and there about five people before you
Mtchell.

DR, REI DENBURG Yes. Two questions on
the nedical exam ner's data. Firstly, if sonebody

successfully conmts intentional suicide where a drug

is detected, would that appear in the nedical
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exam ner's data?

M/ second question is: As you showed your
slides, it seens as if the death rate per 100,000 city
by city isn't nearly as variable as the choice of drug
fromone city to another. So in Baltinore hydrocodone
doesn't kill nearly as many as oxycodone; whereas, in
San Francisco, it's the opposite. Have you | ooked at
your data fromthis standpoint, and is ny superficia
review close to correct?

DR BALL: The answer to your first
guestion about suicides is yes. On the energency
departnent side we pick up attenpted suicides. On the
nmedi cal exam ner case, we have the potential to pick
up conpl eted suici des.

Having to do with the variability and the
death rates across the cities, | think you are
probably right. It does | ook as though we have nore
variability sort of between drugs and across cities,
but I would al so urge you to exerci se sonme caution

The nunbers for those death rates are so
| ow that even very snall things look to be big. The
fact is none of the rates that | pulled for these
cities out of the DAW data are very large at all
One death per 100,000 popul ation was the |argest, and

| think occurred only in two cities for one drug.
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ACTI NG CHAI RVAN KATZ:  Dr. Ant hony.

DR ANTHONY: Dr. Ball, congratul ations.
That was a very wonderful overview. First, 1'd like
to say that criticizing DAWN, |'ve been working with
DAWN since 1972, DAW data since 1972, and criticizing
it is like shooting fish in a barrel. It's about as
easy as one can do.

So ny coments aren't intended so nmuch to
criticize DAWN as to draw attention to what may be
i mportant points of interpretation of the DAWN dat a.
Before | had nentioned -- three points. | should add
t hat DAWN around the world anmong peopl e who study drug
dependence and the epidem ology of drug dependence,
it's considered -- it's an envy. It's considered a
gem surveillance system So anything that | say
shoul d be taken in that |ight.

A surveillance system-- this is true for
DAWN or the National Household Survey on Drug Abuse
which Dr. Chilcoat will talk about a little later --
is designed to be practical, to provide relatively
rapid information and to reveal outbreaks that need to
be investigated in nore detail, and is al nost never --
A surveillance system is alnost never designed wth
validity or accuracy  paranount in mnd, and

conpl et eness of dat a.
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One of the interpretative points that is
i mportant here concerns this category of nonspecified
narcotic antagonists -- narcotic anal gesics. A
guestion | have particularly is whether heroin is
excluded fromthat category or whether heroin mght be
i ncl uded here.

DR BALL: If heroin is identified in the
record, it's not included there.

DR ANTHONY: But if it were identified as
a narcotics overdose, but heroin was not specifically
mentioned, would it show up in the NOS category?

DR BALL: | suppose that's possible.

DR ANTHONY; It think this is a fairly
crucial detail, and the relative magnitude of the
nunber and rate of nonspecified narcotics events or
mentions in DAWN to those that are specific to the
generic or chem cal nanmes of the drug is inportant to
pay attention here to.

So when we are conparing city by city,
| ooking at the specific ratios of, say, oxycodone
versus hydronorphone, we have to wonder what is
lurking behind in that not otherwise specified
category of narcotics. It could be that the specific
drug ratios are giving us a sonewhat m sleading

picture in the story.
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DR BALL: So you are thinking that heroin

rates are high in Baltinore. Therefore, the narcotic
analgesic rates in Baltinore that are unspecified
probably reflect the heroin rate?

DR ANTHONY: Well, | do know the heroin
rates are high in Baltinore, but I"'mnore -- In terns
of answering the question raised earlier about the
rati os of hydronorphone versus oxycodone nentions, for
exanple, for two different cities, |I'm nore worried
about that very large category of not otherw se
speci fi ed.

In epidemology generally -- and | know
you know this -- whether we are studying anthrax or
heroin overdose, having a very large not otherw se
specified category mnekes the interpretation rather
difficult.

DR BALL: Yes.

DR REI DENBURG But this is why |
specifically focused on the medical examners cases
where they were specifi ed.

DR ANTHONY: | believe the nedica
exam ners include quite a few not otherw se specified
narcotics as well, because bioassays aren't always
done. Toxicol ogical tests and evidence is not always

avail able for those records.
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DR BALL: Actually, the nunber of deaths

that were reported to DAWN in these cities wth
narcotics analgesics unspecified was three in San
Franci sco, seven in Mam, 11 in Denver, and 29 in
Bost on.

DR ANTHONY: Ah, thank you. That hel ps,
not so nuch for the energency room episodes but for

t he nedi cal exam ners.

The second point is that these are
ment i ons. These are drug nentions as opposed to
epi sodes or patients -- |let me straighten that out.

These are nentions as opposed to episodes, and so nore
than one drug can be nentioned at the sane tine.

| f someone enpties the nedicine cabinet,
happens to die of an overdose of aspirin, but in the
nmedicine cabinet there is some residual narcotic
anal gesic, that will get counted in the DAWN nunbers.

This is inportant because, as we |ook at
newly marketed products, the nunber of daily doses
circulating in the population is increasing over tine,
and an old product that is being retired it wll be
declining in tinme. So our trends are going to be
reflecting, to a certain extent, the nunber of daily
doses circulating in the popul ati on.

So when we see these, for exanple, for
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oxycodone increasing, what we nmay be seeing is sinply
the increasing availability of oxycodone in the
popul ation, and that's another interpretive point.
|"m not certain that it undercuts the inportance or
value of the DAWN data, but it's one of the reasons
why we have to think about this as a surveillance
mechani sm that then leads us to guide us toward nore
probi ng investigations, as opposed to standing on its
own two feet, interpreted as nore than the
surveil | ance dat a.

Then the final point that | think may be
worth mentioning is that the inclusion of suicide and
suicide attenpt in the analysis of the DAWN data nakes
for problens of the type | nentioned before where a
person mght actually not be a casualty that should be
attributed to a specific product or even to the
chem cal <class, but sinply it's a casualty that's
related nore to the node of suicide that a person or
suicide attenpt that a person tried to nmake.

So those are just three points about DAW
that | think are inportant when we consider the
investigation of DAWN data as part of the regulatory
eval uati on. Again, wth a surveillance system
whet her it's DAWN or the National Household Survey on

Drug Abuse, the goal would be to detect sonething
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happening, and then to use nore probing and rigorous
met hods to sort out what is actually happening. I
guess that would be what | would |leave the Conmittee
Wit h.

ACTI NG CHAI RVAN KATZ: Dr. Ball, are you
available to stay here for another -- If we take a
break now, wll vyou be available to answer nore
guestions after that break?

DR BALL: Certainly. | plan to be here
the rest of the day.

ACTI NG CHAI RVAN KATZ: Wiy don't we do

this. Wiy don't we take a break right now for ten
m nut es. W'l regroup here -- My watch says ten
mnutes after eleven -- and then we can address any

remai ni ng questions.

(Wher eupon, the foregoing matter went off
the record at 11:05 a.m and went back on the record
at 11:15 a.m)

ACTI NG CHAI RVAN KATZ: Wiy don't we go
ahead then and address other questions to Dr. Ball
based on her presentation, if everybody could bring
their conversations to a close and have a seat, so we
can free ourselves of any unnecessary distractions.

| did have a nunber of people on our |ist

to ask questions. | f anybody feels that, in the
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interest of time, their questions have already been
adequat el y addressed, please feel free to pass your
time on to the next person. Dr. Portenoy, you were
first.

DR PORTENOY: Just very quick: You know,
we are concerned about the definitions applied to
abuse and diversion -- abuse and addiction, when
patients with pain receive opioids for legitimte
medi cal  pur poses. | notice that the data are
abstracted based on a diagnosis of dependence or
psychi c effects.

In common clinical experience, dependence
is often used in a way that doesn't seemreally |inked
to the diagnosis of addiction in <chronic ©pain
patients. So the question is who is doing the
abstraction? Is there any sort of training in the
abstraction of the DAW data that relates to this
definitional issue when controlled prescription drugs
are given for legitimte nedical purposes? Is that
one of the things that's going to happen in the next
five years?

DR BALL: The people who abstract
information from DAW are sonetines health care
prof essi onal s, sonetinmes health care paraprofessionals

in hospitals.
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There is training currently done, and
there has been for a long tinme, but with the redesign
of DAWN, we'll be changing the case definition. There
will be rmuch nore intensive training of reporters than
we currently have.

Taking away this requirenent to find
evi dence of abuse in the record is actually one of the
changes we have planned for the case definition,
because we don't know what we are missing that sinply
doesn't have that kind of docunentation.

ACTI NG CHAI RVAN KATZ: Dr. Max, you had an
opportunity to ask a question.

DR MAX: Yes. Have you tried correcting
the increases in Oxycodone or hydrocodone over the pat
coupl e of years for the nunber of doses dispensed from
a country?

DR BALL: | have not. | don't have
access to the dose information, but | think that is
probably sonething that FDA not only has access to but
can do and probably does.

ACTI NG CHAI RVAN KATZ: Dr. Parris was
next .

DR PARRIS: Since DAWN is supposed to be
a surveillance tool, and given the fact that nanaged

care practices, as you alluded to, is changed, do you

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

154

think it would enhance the quality of your sanple if
you were to include data received form walk-in
clinics, fromclinics at schools, and fromclinics in
factories and other large places where workers seek
heal th care assi stance?

DR BALL: There are certainly many
different sites where drug abuse cases m ght be picked
up, and there are nmany different surveys that try to
capture data from many of those. School surveys cone
to mind, for exanple, as a way of getting information
about drug abuse anpbng students.

Qur field studies told us -- or the study
of design alternatives told us that going into other
settings of care and trying to collect data on simlar
patients was not a proposition that was going to pay
of f very well

It's sonething, as the health care system
changes, that we will continue to nonitor. There's no
intent in our redesign that the new DAWN is going to
be the same way for the next 30 years. As health care
changes, we will continue to try to nmake sure that we
are finding the patients in the places that they are
bei ng treated.

The wal k-in clinics and such are -- W did

case studies in four netropolitan areas, in addition
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to reviewing the literature on this, and basically,
what we |earned from those areas was that there are
these other settings, but they vary so nuch across
time and across place that trying to use them as a
stabl e source of data collection sinply isn't feasible
at this tine.

ACTI NG CHAI RVAN KATZ: Dr. Passik, vyou
wer e next.

DR PASSI K One of the, | think,
i nportant pieces of data that it would be nice to have
woul d be whether or not, when a person shows up in an
energency departnment with a prescription nedication
that's led to that episode, whether or not that drug
was actually prescribed for that person and/or the
rel ati onship of that person to the person to whom it
was prescri bed.

| think a lot of tinmes decisions and
statenents get made about hydrocodone is the nost
abused prescription opioid in the country, but it's
per haps not by people to whom it's prescribed. Wen
you are concerned -- |If you have concerns about
getting sonme information on the epidenm ology of
prescription drug abuse by, for exanple, pai n
patients, it would be inportant, | think, to try to

get that information, and not only about the patients
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but also by the children, for exanple, of the patient.

So that, you know, what's the risk to everyone in the
household, for exanple, of someone who is being
descri bed a drug for pain.

| think we have very little that we can
tell from these data about that particular aspect of
it.

DR BALL: Source of the substance and
where legal prescription is one of the sources is
currently a data elenment in the DAWN system and it's
a data elenent that we plan to be dropping, because we
nostly get m ssing data.

It's not the sort of information that's
wel | docunented in nedical records.

ACTI NG CHAI RVAN KATZ: Dr. MN chol as, you
have the | ast question for Dr. Ball.

DR, McN CHOLAS: Actually, 1've got two
short questions. One of themis a followup on that
guestion, and that is: If a person has a legitimte
prescription for, for instance, hydronorphone, and
t hen abuses another drug, either antidepressants or
what ever, is there any distinguishing attribute in the
record or are both drugs sinply nentioned as part of
t he energency roomvisit or the associated death?

DR BALL: That's a really good question.
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Right now it is possible that co-occurring substances
will be reported. So if sonebody conmes to the
energency room for cocaine and they took three
aspirin, the aspirin mght be reported as well.

It's one of the changes that we are
planning to nmake to DAW, is to try to either
elimnate or at least differentiate substances that
were taken for therapeutic purposes versus those that
were not, because it is alimtation.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Ball, for your presentation and for comng up after
you were done to answer a few extra questions.

Wat | wuld like to do now is to
i ntroduce Dr. Deborah Leiderman. Are you around, Dr.
Lei derman? Yes, there you are -- who is the Director
of the Controlled Substance Staff at the FDA Dr .
Leiderman will be speaking wth us about FDA
assessnent of abuse liability.

DR, LElI DERVAN: Good norning, Dr. Katz,
menbers of the Commttee, nenbers of the public. I
have the task of trying to keep you awake, because
this can seemto be a sonewhat tedious and | ess maybe
intrinsically interesting topic.

This was brought to ny attention when |

was reviewing ny slides early this norning in the
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kitchen, and ny nine-year-old daughter decided to go

back to bed. So anyway, what | am going to do today
is to provide vyou, | hope, wth a regulatory
background, regulatory context in which we actually do
our work, nostly prior to the drug approval process,
but sonetines afterwards.

The abuse potential assessnent process is
actually nmandated by two distinct acts or |aws, both
the Federal Food, Drug and Cosnetic Act of 1938 and
the Controlled Substances Act of 1970. The FD&C Act
actually mandates that abuse liability be determ ned
during the new drug -- the drug devel opnent process
and actually addressed in the New Drug Application

Then, of course, a crucial part of the
| abeling process, if it is pertinent, is to describe
abuse and dependence potenti al .

Then, of course, the Controlled Substances
Act mandates, if appropriate, that a drug be placed
into a schedul e.

In the NDA requirenent, the clinica
section, actually delineates what nust be included in
the subm ssion. Probably nenbers of the industry who
are here are quite famliar with this. It specifies
that all data pertinent to the abuse of a drug nust be

included, as well as data relevant to overdose, and
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then a proposal for scheduling under the Controlled
Subst ances Act at the time the New Drug Application is
submitted.

The Controlled Substances Act is nostly
the authorizing act for the Drug Enforcenent
Admi nistration, and you will be hearing fromthe DEA a
little later today. But it also provides a snall but,
hopeful Iy, we think, inportant role for the Departnent
of Health and Human Servi ces.

It actually specifies Health and Human
Ser vi ces. In fact, this responsibility has been
further delegated to the FDA and to specifically our
gr oup.

This requires that we performa scientific
review of data on a new drug or substance. It
basically establishes the |egal procedures on which
the DEA does everything, but again specifically for
how HHS, our group, interacts with the DEA

It also specifies the five classes of

control, which nost of you are famliar wth. It's
schedul es, O ass | substances, for exanple, heroin,
LSD, marij uana. Class | substances are nost
restrictive -- is the nost restrictive class, and

those are the substances that have no nedi cal use.

Exanpl es of Cass Il include substances --
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include the substances cocaine, norphine, opium
oxycodone. These are substances that have the highest
potential for abuse, but have nedically approved use.

The CSA addresses several classes of
dr ugs. Very specifically, | know the concern today,
the focus of this neeting, is primarily the opioids,
but in fact the Controlled Substances Act does
schedul e central nervous system depressants, other
central nervous system depressants, OCNS stimulants,
hal | uci nogens, cannabi noids and then, nbst recently,
anabolic steroids as well.

The Controlled Substances nmandate for the
Heal th and Human Servi ces Departnent reads as foll ows,
and you can all read this, but it basically requires
that the Secretary for Health and Human Services
notify the Drug Enforcenent Adm nistration if a drug
having a stimulant, depressant or hall ucinogenic
effect on the central nervous system has abuse
potential and is being reviewed in a New Drug
Application. The Attorney CGeneral nust be notified.

Again, that responsibility is delegated to
t he Food and Drug Adm nistration.

So how actually do we go about scheduling
drugs? At the FDA we perform the scientific

assessnment and recommend an initial schedule or a
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schedul ing change to the DEA. Al scheduling is done

by the Drug Enforcenent Adm nistration

They schedul e drugs through a rul emaking
process, again conplex, and they can describe it in
nore detail for those of you who are interested.
Schedul e changes can be initiated by the DEA itself,
by the FDA, by Congress, and by any citizen or sponsor
t hrough a petition process.

|'d just like to nention that there are
international treaties that address this, and we nust
comply with those as signatories, but again that is a
whol e separate topic. But it is something that we
nust bear in mnd.

Again, the levels of drug control that are
speci fied under the Controll ed Substances Act, just to
go into this in somewhat nore detail for those of you
who may not be famliar wth it: Schedul e |
substances are not approved for mnmedical use in the
United States. They nay be in other countries.

They have the highest abuse potential. So
this is the nost restrictive class. Speci al DEA
licenses are required for any research.

Schedules Il through V: Al drugs placed
into these schedules have sone nedical -- approved

medical use in the United States, and they have
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dimnishing but present physical or psychol ogical
dependence liability.

The abuse liability assessnent that we do
and that we ask sponsors of New Drug Applications to
do is really sonething that should be interwoven
through the drug developnent process, and really
begins in the pre-IND stage, at least ideally, and
hopeful Iy, continues throughout the IND, New Drug
Application as well as the post-approval phase.

Al'l data nust be eval uated. W | ook at
and we anticipate that sponsors wll provide and
anal yze all potentially relevant data, including the
chem stry, ani mal and human phar macol ogy,
phar macoki netics, pharnmacodynamcs, as well as the
adverse events reported in clinical trials or
subsequent to approval

|f appropriate, a new drug should be
conmpared to a pharnmacol ogically sim|ar substance.

I n eval uating abuse potential, obviously,
chemi cal structure may be very critical
Phar maceuti cal characteristics, including such things
as ease of synthesis, extractability, solubility, are
also critical elenents; and, of course, the central
nervous system  phar nmacol ogy, recept or bi ndi ng

characteristics, behavioral effects.
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Again, the FD& Act requires that an

actual abuse liability package, if relevant, be
subm tted. This package should include all these
el enents and address the pharnmacol ogy, preclinical and
human, clinical trial data, and again nmake a proposa
for scheduling under the Controll ed Substances Act.

To expand a little bit on what we nean in
t he pharnmacol ogi cal arena, in the preclinical phase we
| ook at full neuropharnacol ogi cal characterization,
bi ndi ng studi es, aninal behavioral studies that are at
| east, hopefully, sonetines valuable nodels for
predi cti ng human behavior: Reinforcing effects, self-
adm ni stration ki nds of nodel s; di scrim native
effectives; and of course, we l|look as well at any
physi cal dependence evi dence in ani mal s, and
t ol erance.

Then, simlarly, in the hunman arena we can
actually ask humans about their subjective effects,
drug liking nmeasures. W can look at toxicity and
performance inpairnment, and again tolerance and
physi cal dependence dat a.

The Controlled Substances Act actually
specifies a so called eight-factor analysis. These
are delineated here, but basically again it requires

all the scientific data that | have described, as wel
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as pertinent history, data from other countries,
public health risks, psychic or physi ol ogi cal
dependence liability, and then sone clinical data if a
new drug is a precursor of a substance that may
al ready be controll ed.

These eight factors are then relied upon
in determining the appropriate schedule. Schedul i ng
criteria that the Act delineates for Cass Il through
V drugs are, of course, the approved nedical use, then
rel ative pot ent i al for abuse, and dependence
liability.

FDA and DEA both have roles wunder the
Control |l ed Substances Act. To recap, the Food and
Drug Admnistration's role is limted to the
assessnent of abuse potential, which we really regard
as another kind of risk assessnent, in many ways nhot
that different fromother kinds of drug risks, whether
it is hepatotoxicity, cardiotoxicity.

These risks need to be |abeled, just as
other risks do. Abuse and dependence risks are
required to be in the |abel. FDA does not have any
role for control at the level of the prescriber,
di spenser or patient under the Controlled Substances
Act, under the scheduling process.

The Drug Enforcenent Adm nistration, whose
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Act this primarily is, licenses nmanufacturers, sets
guotas, |icenses prescribers, and of course, does the
| aw enf or cenent .

Kind of to sumup, | think what we want to
convey today is that abuse liability assessnment is a
very conpl ex conposite. It's based upon a lot of
different kinds of data: Chem stry, pharnacol ogy,
clinical data, public health risks, both in a target
and in a general popul ation.

Abuse or dependence potential is another
risk that needs to be managed. Label ing and drug
scheduling alone have limted inpact on these risks.
Thank you very mnuch.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Leiderman. | hope you can stay up there for a couple
of questions. Dr. Schuster, please.

DR SCHUSTER  Dr. Leidernman, we have had
a lot of discussion in the past couple of days about
the issue of iatrogenic dependence. | think it's of
sonme relevance to note that in abuse Iliability
testing, we generally choose active drug abusers or
individuals who are highly vulnerable to abuse to
assess the abuse liability of a new conpound, as
opposed to the patient population for which this

medi cation is indicated. Am | not correct about that?
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| think it's inportant for this Conmttee

to understand that.

DR LEIDERVAN: Dr. Schuster, | think you
can better address that as an active researcher in the
field, but yes, that is what is typically done.

DR SCHUSTER | sinmply point out that
many tinmes when we do studies of abuse liability, we
use what we call pol ydrug abusers, not individuals who
are dependent, and the answer that we get there where
all of themsay they like this drug and they are going
to actively -- if it was available, they would
actively abuse it, does not necessarily nmean that the
patient population for which it is going to be
prescribed is at the sane |evel of risk. That's all
wanted to point out.

DR LEIDERVAN.  Yes. | think Dr. Schuster
is highlighting one of the very inportant issues in
this whole field in trying to tease this out. But, of
course, patients who have any disease, whether it's
di abetes or chronic pain, may in fact have potentially
the sane risk for the, you know, neurobiologica
di sease of substance dependence as any of the rest of
us. Knowi ng that in advance can be conpl ex.

ACTI NG CHAI RVAN KATZ: Dr. Rei denburg.

DR RElI DENBURG ["'m unaware of any
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practical difference between sonething in Schedule |1
or Schedule IV for the drugs | prescribe. | don't
even know which | evel they are.

Is there a practical difference or why do
we keep these many different schedul e nunbers?

DR LElI DERVAN: Wll, again | probably
shoul d defer to ny DEA colleagues, but | would agree
with you for the practicing physician there is very
little -- and the patient -- there is very little
di stinction between a Il and a |V drug.

For exanple, you can have refills under a
Schedule 11l or [V drug. There are no refills
permtted for Cass Il drugs. Again, a whole 'nother
area, but states also regulate these substances, and
may regulate them nore restrictively than the Federa
regs do. So that again state laws may distinguish
nore between Class |1l and |V drugs practically than
does Federal | aw

ACTI NG CHAI RVAN KATZ: | have a question
nysel f, since nobody else seens to be in line right
NOW.

It seens to ne, on review ng the weal th of
data that the FDA requires to nake its abuse liability
ri sk managenent assessnent, that all of the data that

are required or requested are all surrogate neasures
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for what we are all interested in, which is to what
degree is the drug actually abused in the target
popul ation to whom it's prescribed or in individuals
to whomit is diverted.

So it didn't seemto nme, in reviewing the
data that's requested or required, that data fromthe
actual individuals to whomit is prescribed to | ook at
the degree to which the drug is abused appears there.

So if that's correct, and we are al
really looking just at surrogate mneasures, it seens
like there are two obvious consequences of that, the
first one being that we never really know, based on
the information that you listed, what we are really
interested in.

Secondly, we never have any information
about what the validity is of any of those surrogate
nmeasures for predicting abuse or addiction or what
have you in the real life setting.

So to ne, | have that reaction, and |

wonder if you could respond to that.

DR, LEI DERVAN: Well, in fact, perhaps I
didn't nake this clear enough. Clinical trial data
are relied upon as well, but you are quite right that

they don't usually set out to assess msuse of drugs.

But in fact, this should be |ooked for, when
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appropriate, and we do ask that that be done.

O course, what you are highlighting is
that clinical trial populations are by definition
fairly narrow and honbgeneous, and do not represent
the popul ation as a whole. That's why again for many
adverse events we really don't see problens until they
are in a nore heterogeneous popul ation. So that
includes all kinds of concomtant, you know, diseases
and drug interactions and again not restricted to the
abuse and dependence arena.

ACTI NG CHAI RVAN KATZ: Thank you very
much. Dr. Parris?

DR PARRI S: Dr. Leiderman, this may not

necessarily be your purview It may be nore a
guestion for the DEA, but I wll still go ahead and
ask it.

Since you have international treaties, |
guess, with other countries, do you have a handle on
whet her the diversion or the abuse problem -- to what
extent it exists in other countries?

DR LEIDERVAN: | really can't coment on
that very specifically. I can say generally that
reliable data are very hard to cone by, and that the
United States is regarded as having sort of one of the

better and sort of nost systematic systens for
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acquiring these kinds of data and, obviously, ours is
not optimal.

ACTI NG CHAI RVAN KATZ: Did anybody around
the table want to address Dr. Parris' question about
relative rates of prescription opioid abuse in
different countries in terns of what's known about
that? Dr. Foley?

DR FOLEY: The International Narcotics
Control Board has been working with the Wrld Health
Organi zation to try to address those issues, and
obviously has a high rate of concern related to it.
But one of the best studies, at |east |ooking at
opi oids, cones out of India recently where, with the
change in the opiate laws within the country and with
really detailed studies, they have been able to show
the availability of oral norphine in a large both
rural and urban popul ation, and denonstrate that there
was no further diversion of that into a public
perspective. That is now being | ooked at as a nodel.

Uganda, in the setting of an AIDS
epidemc, is now enbarked on |ooking at that, and at
| east prelimnary data suggests that there is no
di version into a general popul ation.

Not to suggest that this is not a very

inmportant issue, but at least the WHO and the
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I nternational Narcotics Control Board are trying to
advance the availability of anal gesics and study this
at the sanme tine.

ACTI NG CHAI RVAN KATZ: Great. Thank you

Dr. Passik, a question?

DR PASSI K: | just wanted to highlight
what | think, you know, is a disconnect, just I|ike
what you were saying before, Nat, that when you don't
| ook at the population to whomthe drug is intended --
| mean, | think, especially when you start | ooking at
things like drug likability, | nean, anongst people
who are perhaps genetically or otherw se predi sposed
tolike a drug in a different way than the rest of the
popul ation, but also to highlight the limts of the
concl usi ons you can draw fromthat.

My reading of the literature on whether
opi oi d abusers can tell mu agonists apart is that they
basically can't. So, you know, all the drugs -- all
mu agoni sts, for the nost part, are sort of the sane
from that point of view, and yet we know that drug
abuse and the kinds of behaviors that we're really
interested in in the target populations -- that is,
peopl e that are going to be prescribed these things --
has very little to do with that, really.

| think what we really need, you know, is
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longer term looks at this in the populations to whom
the drugs are prescribed, and actually look at their
behavi or with these agents, which I think is going to
be vastly different.

ACTI NG CHAI RVAN KATZ: Dr. Fol ey?

DR FOLEY: In the studies that Ray Hoode
did over a period of about 30 or 40 years at Menoria
in both acute cancer pain patients and in chronic pain
patients, what became very apparent in their data was
that up to 85 percent of patients were dysphoric on
their first dose of their opioid, and in the chronic
studi es remai ned dysphoric for a period of tine.

So | think that there is clear clinical
studies that have addressed that, which is different
than those that have |ooked at the abuse liability
issue. And I think there's a need for further studies
t here.

DR LEI DERVAN; Dr. Katz, can | nmake a
comment ? Thank you. Just a couple of points.

| want to enphasize that it is the FDA's
mandat e, however, to consider the public health. So
that it is not only the target patient popul ati ons who
nmust be consi dered. That's very clear wunder the
Control |l ed Substances Act but also under other FDA --

under FDA regul ations.
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As we know, again |eaving the whole drug
abuse arena to quote from many comments by our Center
Director, Dr. Wodcock, nost of the problens we' ve
seen, serious adverse events wth drugs that have
resulted in severe restrictions and in drug
wi thdrawals have nostly been seen when there is
i nappropriate prescribing, labels in fact are not
regarded and conplied with, and the reality is again
that all drugs, not just CNS active drugs, wll in
fact be used in broader groups than just the narrowy
defined targeted clinical population described in the
| abel. That is the public health reality that we al
have to grapple wth.

ACTI NG CHAI RVAN KATZ: Thank vyou. Dr.
Schuster.

DR SCHUSTER In recent years sone
phar maceuti cal conpani es have approached the Food and
Drug Administration with a notion that perhaps if they
were wlling to do post-marketing surveillance
studies, that they mght be able to either have the
| evel of scheduling changed for their conpound if it
were found to be not actually abused when it is
di spensed into the general popul ati on.

So there are at |east the begi nnings of

some post-nmarketing surveillance studies that |
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personal ly think we should be enphasizing, because it
will allow us to determne whether or not our
preclinical predictors are in fact really predictive.

That's nmy interest in it and why 1've
gotten i nvol ved in post - mar ket i ng surveil | ance
studi es, because for 35 years |'ve been doing abuse
l[iability studies in animals and humans, and | don't
want to wait 20 years until we happen to find it out
by sonme of the other neans.

It is far nore, | think, efficient if we
do post-marketing surveillance studies, and | know
that Dr. Leiderman is aware of these.

DR LEI DERVAN Wll, nore than that, we
absolutely support them and, in fact, as wll be
di scussed | ater on, sonetines nandate themin approval
agreenents. So --

ACTI NG CHAI RVAN KATZ: Dr. Parris, the
| ast question for Dr. Leidermnan.

DR PARRIS: Followi ng up on a comment Dr.
Passi k nade about patients being aware of individua
new receptors. | bring this up with sone humlity
because there is an unofficial perception that, if a
pati ent would have cone to the clinic and would state
| cannot take norphine, | cannot take codeine, | can

only take Denerol, then that patient has a probl em
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Do they have a problen? | do not know,

but | would be inclined to believe. | ask this wth
specific reference to the point that 20 years ago, if
a patient with RSD, so called diagnosed RSD of the
arm would say, hey, it spread to the other armor to
the leg, 1'd say that's nonsense. But we know that's
not correct today. But at that tinme that was the
state of our know edge.

So |'masking that question, which | don't
know i f you would answer, but in the light of what is
the state of our know edge regarding those opiate
receptors in the patient's presentation or expression
of a preference for a particular drug?

ACTI NG CHAI RVAN KATZ: Steve, did you want
to address that?

DR PASSIK: Yes. | just wanted to say, |
was tal king specifically about being able to tell the
drugs apart for abuse, and | certainly would be
inclined to believe the patient in npbst of those
instances -- many of those instances, at |east, give
them the benefit of the doubt when they say that they
really do differentially respond.

| think we are just, as you know, now
begi nning to have some basic science, Gave Pasternak's

work, where we're finally starting to get a little bit
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of a handle on what has seened to be a kind of random
thing out there, the way people idiosyncratically
respond to the drugs for pain control.

| was talking about specifically being
able to tell the mu agonists apart from the point of
vi ew of euphoria and likability, and I agree w th what
Kathy said, although I am aware of sone recent data
that really does need to be replicated by Jim Zacny
from the University of Chicago which actually showed
for the first time the only nmu agonist that you can
give to a healthy popul ation where the mgjority of the
patients wll report a euphoric feeling in the
begi nning as opposed to the dysphoria is oxycodone,
but it's not been replicated.

ACTI NG CHAI RVAN KATZ: Thank vyou. Dr .
Lei derman, thank you very much for your presentation.

| would like to now introduce Howard
Davis. Are you here, Howard Davis? Yes, thanks. He
is the Chief of the Donestic Drug Unit at the Ofice
of Diversion and Control of the DEA

MR DAVI S Good norning, and thank you

for the opportunity to be here to speak before your

prestigious -- Can you hear me now? |Is that better?
Good norning. | hear nyself now, but okay.
Let me start over. Good norning, and
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thank you for the opportunity to be speak before your
prestigious Commttee this norning. |'mquite honored
to be here and spend a few mnutes with you.

| am Howard Davis, as Dr. Katz said. 1'm
the Chief of the Donestic Drug Unit, Drug Operations
Section, Ofice of Dversion and Control, and the
first question that you mght have, well, that's rea
ni ce, but what does it nean?

So let nme just say very quickly to set
some kind of a boundary that DEA -- this is a bit of
an oversinplification, but DEA basically has two
investigative entities, the agents that deal with the
crimnal investigations of illicit drugs -- talking
about heroin, crack cocaine, nethanphetam ne, that
kind of thing -- and the investigators, diversion
i nvestigators, of which | am one, t hat deal
exclusively wth the diversion of pharnmaceutica
controlled substances that are diverted into the

illicit marketplace.

Wth that, | also need to put a disclainer
out first thing, that I amin -- As ny job title
suggests, I'minvolved with diversion investigations,

enforcenment activities of pharmaceutical controlled
subst ances, and across the board conversations that

|"ve heard this norning from the other distinguished
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speakers and public officials.

| may not have specific expertise over
sonme of the questions that you may be interested as
far as registration issues and policy and Iliaison
i ssues, drug and chem cal evaluation issues, those
kind of things. | nean, | was invited to speak about
diversion crimnal investigations where ny expertise
lies, and |I'm pleased to share some of these things

wi th you today.

So with that, let nme start off in saying
opiate -- opioid analgesics generally fall into six
broad categori es. As Dr. Haddox's presentation
indicated in his introduction this norning, 1'Il first

tal k about doctor shopping.

It's an individual or a group of
individuals that go to several doctors until they get
the drugs that they are seeking. Now it's very
inmportant to differentiate that |1'm not talking about
doctor shopping being a situation where an individua
would go to several doctors |ooking for a specific
treatnent, and they have to go to another doctor and
they have to go to another doctor to receive that
treatnent. That's not doctor shopping in the context
that | refer.

|"m tal king about individuals that in a
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short period of tinme receive controlled substances
from many different practitioners wthout the other
practitioners knowi ng the same individual is going to
the other practitioners, receive controlled substances
to satisfy their personal addiction and/or for the
pur pose  of di ver si on, to nmake the controlled
substances available to others on the street.

There was one specific exanple that
t hought was rather interesting where the head of a
crim nal organi zati on recruited peopl e, ot her
individuals on the street, to go to wvarious
physi cians, told them who to see, what to say, and to
obtain the drugs of choice. In this particular case,
t he drugs of choi ce happened to be various Schedul e |
and 11l opioid anal gesics.

This prescription -- This doctor shopping
ring consisted of approximtely two dozen individual s.
There was quite a bit of activity on a daily basis.
W |aunched an investigation -- The DEA diversion
investigations, wth the special agents |aunched a
di version investigation which led to the disruption of
t he doctor shopping ring, and the end of a |arge noney
maki ng operation and, as many of you may have heard at
one tine or another, significant seizures as a result

whi ch were obtai ned through drug proceeds.
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Anot her source of diversion activity is
prescription drug rings, simlar to doctor shoppers,
but they often bypass doctors and go directly to
pharmaci es. A recent investigation involved a forgery

schene where prescriptions which appeared to be

legitimate -- they were produced with a conputer on a
scanner -- were manufactured and bore the false name
and address of a physician. It was just nade up.

The phone nunber referenced on the
prescription was actually connected to a cellular
tel ephone answered by a nenber of the prescription
drug ring. They would answer the phone |ike a nedical
receptionist in a doctor's office and verify the
prescription in question to be legitinmate, and then
the other -- another individual would go into the
pharmacy and obtain the controlled substances of
choi ce.

Again, the ring recruited people. They
exchanged for pills, cash and other services, and
before being caught, this particular ring obtained
approxi mately 3,000 opiate anal gesics per nonth. So
it can be very profitable, if that's the intended
notive of the target.

Enpl oyee thefts can happen anywhere that

control |l ed substances are nmaintai ned. Regi strants at
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the wholesale and retail | evel , for exanpl e,
manuf act urers, di stributors, phar maci es, doctors
of fices, which is basically why, as Dr. Leiderman just
indicated in another context -- why Federal |aws and
regulations are in place, to protect controlled
substances, restrict record keeping and security
provi si ons.

Institutional settings, hospitals, nursing
hones are other prinmary exanpl es where enpl oyee thefts
routinely occur.

Thefts, in general: Cases have been
reported where -- again, a broad range -- where there
have been many individual instances. Cases have been
reported where real estate agents -- real estate
custonmers go into people' s houses under the guise of -
- you know, you' ve seen the thing, want to buy the
property, and steal controlled substances out of the
hones of people's nedicines cabinets, unbeknownst to
anyone.

In a recent case we had a wife of a man
who was dying with cancer convicted for diverting her
husband's pain nedi cation. Even nore straightforward,
kind of interesting case, | think, an armed individual
with his face masked entered a pharmacy wth a

shotgun, fired the shotgun into the <ceiling to
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announce his intent, and denmanded the opi ate anal gesic
controll ed substances nmintained by the pharnmacy. He
happened to be caught, because the pharnaci st
recognized the voice of the robber as a recent
previous custonmer, and it was a very quickly resol ved
case that ended in his arrest and conviction.

In-transit thefts is growing in popularity
as a neans to obtain a large anmount of controlled
substances without going to a DEA registrant at all.
It typically involves the transfer of controlled --
It's typically done through the transfer of controlled
substances from the wholesale level to the retail
You know, for exanple, hospitals, for exanple, who are
| arge purchasers.

A recent conspiracy case where every tine
a certain substitute driver was called from this
particul ar trucking conpany, the substitute driver was
called in by the dispatcher at the trucking conpany
who worked in concert with each other.

The dispatcher had inside know edge of
this particular shipment contained a |arge anount of
control |l ed substances. The dispatcher called in the
substitute driver, and unfortunately, situations like
this take a certain period of time before we recognize

a trend, before we have inside infornmation that this
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is the schene.

I n 20-20 hindsight, you | ook at an exanpl e
like this perhaps and say, well, why would that be so
difficult to investigate and conclude. But long term
investigations of this type typically take a certain
period of tine to gather all the information and cone
up with a reasonabl e concl usi on.

QG her standard routine forns of diversion
include illegal sales. A typical exanple is a
pharmacy that sells out the back door for high mark-up
profit. Can be as much as ten tines or nore retail
val ue.

W had a pharnmacy recently who sold tw ce
the conbination of other all other pharnmacies in the
sanme area conbined of a particular product, which |ed
to an in depth investigation, and in the end the
target of the investigation justified his own action
in his own mnd by saying, if he didn't nmake the sale
of controlled substances, soneone else would, and he
m ght as well nake the noney. These are the kind of
people that we are dealing with on a daily basis.

Then finally, as a nmajor source but to a
| esser extent than the other ones that | just
mentioned is inappropriate prescribing by a nedical

professional. 1In all fairness, | have to tell you up
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front that it's a very small nunber of cases overall.

The DEA regi strant popul ati on of
practitioners is approximately today approximately
925, 000 individuals. One-one hundredth of one percent
of these practitioners are arrested as a result of
drug related charges through a DEA investigation. In
fact, in the year 2001, | believe, the nunber was 79.

One representative exanple: An individual
would call this doctor at his -- He didn't have an
office, but he had a phone nunber. The doctor woul d
neet the, quote "patient" wunquote in his car in a
parking | ot and ask what do you need.

The patient would nane the drug, and the
doctor wote the prescription for $100. |f you wanted
a second prescription, that would be another $100, and
if you wanted a prescription in someone else's nane
for yet another drug, it would be another $100. So it
j ust conti nued, and it was al so a fairly
strai ghtforward case.

Al so, an inappropriate prescribing, we had
a patient who would ask for prescriptions by standing
in line, waiting in line for Iliterally hours. It
could be up to ten and 12 hours you wait in line to
see this doctor who would see 300-500 patients a day

and work until he had seen everyone. So it could be
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two, three, four o'clock in the norning before he
woul d be finished, and a simlar situation.

You would nane the drug of choice you
want. The doctor wote the prescription for $50 cash.
There would be no nedical history, no physica
exam nation, no treatnment of any kind. Said here's ny
noney; here's what | want. The prescription was
i ssued. In and out of the door -- or in and out of

the roomwith the doctor in just a matter of seconds.

After a case is closed and action taken
agai nst t he target, t hey al | sound pretty
strai ghtforward, as sone of the representative
exanples | just described. That's not often the case
during the course of the investigation as we are
dealing with people that have a lot to lose. Wen a
fair amount of income is comng in, they have a lot to
| ose when it all stops.

As far as investigative | eads, where do we
get our information, and how does the information
translate into an investigation? Referrals to and
from state and l|ocal |aw enforcenment and regul atory
agencies occur on a daily basis formally and
informal |y.

As  such, statistics are not al ways

mai ntai ned on every conversation that occurs between
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investigators, either at the Federal and/or state
and/ or |ocal |evel.

To that end, sonme states have state run
di version investigation units. The Drug Enforcenent
Adm nistration has tactical diversion squads where
di version investigators team up with state and |oca
 aw enforcenent officers to conduct di ver si on
investigations of retail |evel diversion, the doctor
shoppers, the prescription ring people, typically non-
regi strant type investigations that woul d ot herw se go
unnoticed, if you wll.

Intelligence information is also received
from conplaints form the public. Sonmeone in a
subdi vision may notice activity in their nei ghborhood
that they find suspicious. They report it to the DEA
or local |aw enforcenent authority.

Anot her sour ce: Pati ents and individuals
t hensel ves that are perhaps disgruntled because they
didn't like the way they were treated by a pharnmacy or
by a physician, and they want to get even.

Rel atives, unhappy that their |oved ones
are getting controll ed substances that they receive on
a regul ar basis and are questioning why this person is
always in a less than coherent state.

Medi cal professionals thenselves often

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

187

provide wus invaluable information. For instance,
suspecti ng appr oach by a doctor shopper or
prescription ring, a pharnmacist or a physician calls
the DEA on a regular basis sonewhere around the
country with information that starts us to suspect a
speci fic probl em

O her registrants: Pharnmacists, hospitals
needi ng help finding a suspect to a problem that they
are having in their particular setting, whether it's
again a prescription ring, a doctor shopper, enployee
theft, whatever the situation may be.

We al so use excess purchase reports. DEA
registrants, especially at the wholesale |evel, are
required to notify the DEA of suspicious or excessive
pur chases. That is, whether large orders are being
placed all of a sudden that are wuncomon by that
particular registrant or orders are placed nore and
nore frequently in a shorter period of tine can raise
a red flat that something out of the wusual is
occurring.

Registrants are also required to report
thefts and significant | osses of controlled substances
at anytine that they may occur.

W also have an automated system

aut omated conputer system called ARCOS, A-RCOS.
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It's the Automation of Records and Consolidated O ders
Systens. \Wat this does is tracks the distribution of
all transactions involving Schedule 1[Il controlled
substances and of all opiate analgesics in Schedul e
L.

It's a great intelligence tool for trend
anal ysi s. If we have a -- receiving a lot of
information on one specific individual or area based
on the exanples that | just gave, you go into this
ARCOS conputer system that we maintain internally and
find that this particular target is the nunber one
purchaser of a certain drug in a certain area in a
certain tinme period, which is yet another reason why
we should initiate a Federal investigation, a crimnal
investigation or an admnistrative investigation
against this particular person or business.

DEA order fornms: Basically, it's a three-
part form that any DEA registrant is required to use
to order a Schedule Il pharmaceutical controlled
subst ance, and DEA receives a copy of one of the three
parts of that form That's also a good intelligence
t ool

It's inportant to point out also as a
caveat that none of the individual itens | referenced

as intelligence tools are, in and of thenselves,
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uni quely authoritative. They are just indicators.

If a registrant -- for instance, a
pharmacy -- is close to an oncologist or a ngjor
clinic, then obviously they are going to have higher
transactions with a particular opiate analgesic, for
exanpl e, than a pharmacist that is located in a rura
setting.

So all those things have to be taken into
consi derati on. W just don't take one piece of
information and say, oh, that |ooks good, and rush out
and try to see if there is inappropriate activity. W
don't have the resources for that. VW take a
conbi nation of all these factors and, once it appears
to be apparent that we have a problem we wll
initiate an investigation.

Last year approximately 850 investigations
were initiated by DEA diversion investigators. O
that figure, only three-quarters resulted in some type
of action being taken. Sone kind of action can be as
sinmple as a letter of adnonition where DEA notifies
the registrant that a recordkeeping -- sonething of
t he recordkeeping provisions may be |acking, and ask
for voluntary cooperation in resolving that issue, and
that ends the whole matter, and the case is closed.

Admi nistrative hearings can al so be held.
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In the nost egregious situations the facts of the
case may be referred to a prosecutor who takes the
case from there and decides if it's worthy of
additional judicial action. At that tine, it's out of
DEA' s hands other than we are the fact gatherers. The
judicial process would take over as the lead in the
ultimate outcome of that particular investigation.

Utimately, DEA and other |aw enforcenent
and regul atory agenci es rely on i nval uabl e
comuni cation from other agenci es, depart nents,
regi strants, and the general public for indications of
a problem in a particular area. Like | said, one
complaint does not -- is not the basis for an
i nvestigation.

Finally, as Dr. Haddox nentioned hinself
earlier this norning, it's extrenely inportant to
point out, | believe, based on the comments | heard
from the public first thing this norning, that on
Cctober 23, 2001 DEA' s Administrator Asa Hutchinson
joined 21 of the nation's leading pain and health
organi zations to call for a balance to protect the
appropriate use of opiate anal gesics while preventing
abuse and diversion of the drugs.

At the DEA, no attenpts are now or have

ever been made to prevent practitioners acting in the
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usual course of professional practice from prescribing
medi cations, including opiate anal gesics, for patients
with legitimte nedical needs.

Federal |aw and regul ation, as a footnote,
do not attenpt to define legitimte nedical need, nor
do they set standards as to what constitutes the usual
course of professional practice. The DEA relies on
the medi cal community to nmake these determ nations.

For information that -- For nore specific
information on this specific topic that you mght
have, DEA has an I nt er net website. It's
222. deadi ver si on. usdoj . gov which contains a broad -- a
pot pourri of all types of information that nmay satisfy

nost of the questions that you may have this norning.

Thank you for your attention. 1'd be glad
-- look forward to any comments or questions that you
m ght have.

ACTI NG CHAI RVAN KATZ: Thank you, M.
Davis, for a very interesting presentation. In view
of the fact that we are substantially behind schedul e,
"1l just limt this to one question, if anybody wants
to be the one. Ch, sorry, Dr. Reidenburg already
vol unteered. Go ahead, please.

DR REI DENBURG It's clear from your
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presentation and from Dr. Levy's yesterday that our
perception of risk of having our practice interfered
with is grossly exaggerated conpared to the realities
of the regul atory agenci es.

Has the DEA thought about ways to help
bring the perceptions of us doctors nore into |ine
with the reality of the kind of people you are really
prosecuting or going after?

MR DAVI S | ndeed. That's the reason
that we |look forward to opportunities like this to
present this information in person and the reason that
we created the Internet website that contains even
nore information, that anyone that is interested can
go to that site for nore up to date information on a
broad range of topics.

ACTI NG CHAI RVAN KATZ: Thank you very

much.

MR. DAVIS: Thank you, sir.

ACTI NG CHAI RVAN KATZ: W'l nove right
along into Dr. Chilcoat's presentation. Dr. Howard
Chilcoat from Johns Hopkins University wl]l be

speaki ng with us about t he epi dem ol ogy of
prescription drug abuse and inplications for the
clinical setting.

DR CH LCOAT: It's a great pleasure to be

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

193

here today, and | want to give basically an
epi dem ol ogi ¢ overview of prescription drug m suse,
focusing on analgesics basically. | had given a talk
at the NI DA press conference when they announced their
initiative on prescription drug abuse research, and I
have to say that this is a relatively new area for ne.
Most of ny work has been in the area of illicit drug
use and dependence.
So when | was asked to give a talk for
NIDA, | basically went to ny usual sources of

epi dem ol ogic data, and | think, as has been pointed

out today, there's a lot of -- there's, obviously
going to a lot of limtations to the data that I'll be
presenting, | think. Hopefully, it can provide sone

clues for where we need to go, and provide sone basic
i nformation about the use of anal gesics drugs and the
-- or the msuse of analgesic drugs and extra-nedi ca
use, as well as the problens developing related to
that use in the popul ation

Now one of the things that | want to do is
try to give a population base perspective. A lot of
what we've tal ked about -- obviously, you hear a |ot
about anecdotal reports of the msuse of certain
drugs, and that there's also, obviously, press

reports, and certain data surveillance systens such
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as DAWN are certainly useful as picking up kind of new
trends in drugs and enmerging drugs, but there are
certain limtations that we've talked about earlier
today in terns of that.

Those cases may just sort of be the tip of
the iceberg and don't really pick up what's going on
in the population. So | hope to point out sone of the
advant ages of epidem ol ogic studies, population based
studies, but there are sone tradeoffs in ternms of some
[imtations, and we have to think about the data in

the context of that.

Now one of the things I want to nmake
clear, that what |I'm going to be talking about
t hroughout ny talk today is extra-medical use. The

way it's asked about in the National Household survey
on Drug Abuse and other surveys is basically that --
it's when you use the drug when it was not prescribed
for you or that you took only for the experience or
feeling that it caused.

So | nmean, this is a specific type of drug
with people using the drug on their own or could be
using nore than prescribed, and all the exanples that
"1l be talking about throughout this talk deal with
this particular type of drug use. So it's not

necessarily someone who uses the drug as prescribed
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and devel ops wi thdrawal or tol erance.

Qoviously, there's a variety of classes of
dr ugs. I"m going to focus on anal gesics today, but
have sone conparisons to sone other classes, just for
ref erence.

The data that I'll be using: There's two
mai N sources. |'"m using data from the Nationa
Househol d Survey on Drug Abuse. At the tine when |
originally did this talk, data from
'85 to '98 were avail able. Now the -- As | was
actually getting ready to send this talk off to the
neeting |ast week, we just got our hands on the 1999
data, and so | was able to incorporate sone of those
results in today's talKk.

The Nati onal Household Survey is a
representative sanpl e of t he uU. S househol d
popul ati on, and now includes all 50 states . It picks
up people that are 12 years of age or older, and the
sanpl e size has grown over the years. Oiginally it
was about 5,000 people. Up through "98 it was in the
20-30, 000, and starting in '99 there was a nuch | arger
sanpl e with about 55,000 peopl e interviewed.

Anot her dataset that I'll be tal ki ng about
is the National Conorbidity Study. Now this data --

These data were collected about ten years ago. So
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there's sonme problens in terns of it being current.
However, it is one of the sort of nmmjor sources when
we tal k about drug dependence as a diagnostic entity,
and we want to look at other psychiatric disorders
that may co-occur or be conorbid with the drug
dependence.

Then we have to use a study such as the
Nati onal Conorbidity study that had these kinds of
nmeasures avail abl e. There are very few studies --
popul ati on based studi es that have these neasures.

The National Conorbidity Study was carried
out in the early Nineties with about -- a sanple of
about 8, 000 people age 15 to 54.

Just tal king about some of the drugs from
the National Household Survey, just to give you an
idea of the prevalence of drugs, the Nationa
Househol d Survey asks -- and SAMHSA has done a |ot of
work, | think, intrying to inprove the mnethodol ogy of
collecting information about individual drugs. So
they ask about tobacco, alcohol and then narijuana,
cocai ne, inhalants.

Then they ask questions about drugs that
are typically prescribed, with using the |anguage in
terns of capturing extra-medical use, to start off,

and the respondents are also given pill cards which
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are pictures of specific drugs that could help themin
answering the questions about the drug.

So they are asked about the wuse of
specific drugs wthin each category. So for
anal gesics, it would ask about certain specific drugs,
and there are sonme open-ended questions, too, where
peopl e can respond.

There was some concerns in sone of the
di scussion earlier about whether or not, you know,
certain specific dr ugs within cl asses aren't
mentioned. As you will see, there is a problem wth
t hat .

| nean, it's probably good for public
health but bad for statistics, that there's very few
nunbers that cone up when we l|ook -- Wen we start
breaki ng down by specific drugs, it's really hard to
work with statistically, because the nunbers really
get small.

So this gives you an idea of the -- for
various prescription drugs -- the prevalence lifetineg,
which is sort of the cumul ative occurrence of drug use
anong the people that are still around to be
interviewed at the age that they are interviewed, and
t hen past year where we ask respondents have you ever

used or do you also use or used in the past vyear,
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which is nore a reflection of current use.

So past year use is going to reflect both
new cases of use plus persistent use. Overall, we get
about nine percent of people who have ever -- who
report ever using one of these drugs extra-nedically,
wi th about four percent using in the past year.

Anal gesics in terns of use are the nost
commonly used drugs in this group of typically
prescribed drugs, with about five to six percent of
people ever wusing them in their lifetine, and about
two percent in the past year

Just sone information on sex differences.

Males are slightly nore likely to use these drugs.
The sex differences aren't quite as big as we see for
other illicit drugs.

These are just sone trends. Just quickly,
"1l go over these. Over tine |looking at the
anal gesics by sex -- and we see, basically, since the
Ei ghties a decline through the Nineties, and then it's
hard to say what's going on at the late N neties.

We basically -- At the last mnute | added
the 1999 data, which shows a sharp increase, and |
haven't had really a chance to look at what that
i ncrease m ght nean.

In 1999 there were sone changes nade to
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the survey in ternms of sanple size was increased, and
they switched to a conputerized interview as opposed
to a paper and pencil interview So there are sone
nmet hodol ogic changes which may result in sone
i ncreases in reporting.

We did conpare sone trends in other drugs,
i ke cocaine, for exanple, nmarijuana. There wasn't
the increase for those drugs that there was for
anal gesics and other prescription drugs, but the
i ncrease was nost pronounced for the anal gesics, and
we see increases for both nen and wonen.

This is just for conparison for other
types of drugs. A slightly increase for tranquilizers
recently, but again we are hesitant to nmake too much
of that yet.

Sedati ves: See a decline over tine,
basically, for both nmen and wonen, and stinulants
decline over tinme through the Eighties to the N neties
and then pretty much a leveling off.

Just in ternms of the past year use of
anal gesics for nen and wonen -- this is just by age
groups, just to get an idea of who is using, who are
current users of these drugs.

W see that the 18-25-year-old age group

is the group where the use of these drugs is nost
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likely to occur, and there actually has been sone
trend in increase in that age group in terns of
anal gesics since the Eighties; whereas, other groups
tend to ook Iike they are pretty flat.

There's sonme concern -- we'll have to see
what happens -- with this 12-17-year-old age group
that they may be increasing over tine.

For wonen, simlar patterns except one
concern here is that for the younger girls, 12-17-
year-ol ds, they seemto be pretty much on par with the
young adults in terns of their preval ence of use.

This |  just put in here just to
denonstrate -- There's been a lot of concern about
drug use in older individuals, and given the Nationa
Househol d Survey, it's hard to get reliable neasures.

So that's what that slide kind of shows, that the
sanple size gets pretty small for age 60, and there
really is a need to sort of understand whether or not
there is increased use of drugs in this group. So
this slide, as | say, is pretty nmuch meaningl ess and
fairly unreliable, but | just gave it as an exanple
that there is a need for better data sources for these
ol der i ndi vi dual s.

This just takes a snapshot in tinme |ooking

at in 1988 who is using these drugs at different ages
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for nmen and wornen. Basically, this sort of reflects
what we saw before, that the period of young adul t hood
seens to be the peak period of risk, and it goes down
consi derably at ol der ages.

One thing is that we do see sone -- Again,
we see this pattern that 12-17-year-old wonen are nore
likely to use actually than nen or simlarly likely to
use as men.

Just sonme patterns for tranquilizer use.
| can skip over those.

These just show sonme patterns, age
speci fic preval ences of current anal gesic use by race.

The thing to garner here is that there are big
racial/ethnic differences with whites over tw ce as
likely to use as mnorities, particularly in the young
adult age group, the 18-25-year-old age group.

This slide kind of just depicts when onset
of use starts to occur. So what are kind of the
peri ods over tine that use occurs. For both nales and
femal es we see, certainly, a sharp increase in young
adul t hood, from adol escents to young adulthood, and
it's still some increase over tine, that even into the
sixties we see that these curves go up

For other drugs such as cocaine, we see a

much sharper increase from ages right around age 20,
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and then it starts to flatten out a little bit nore
sharply. So there's still sone accunul ati on as peopl e
get older when they typically get past the period of
risk for other drugs.

This is from 1998, just |ooking at sone of
the specific drugs nmentioned in the National Household
Survey. Here | do have a conbination of generic drug
nanes and brand nanmes. | basically pulled them off of
what the National Household Survey uses. It gives you
an idea of the drugs -- the types of anal gesics that
peopl e report ever using.

Now the 1999 data does have nore drugs
listed, and | didn't get tine before -- because we
just got the data before | had to send ny presentation
in. But | was just «curious for drugs such as
Oxycontin what the preval ence was in '99.

Qut of 53,000 people interviewed, only 82
peopl e reported ever using Oxycontin, which was about
.15 percent was the preval ence of use of that drug.
Now, of course, it will be interesting to see from
2000- 2001 what those nunbers -- if those nunbers go up
considerably or not, given the attention that's given
to that drug and the potential of abuse, to see if the
popul ati on based reports concur with the anecdotal

reports that we hear
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This just shows sonme sex differences which
we saw before for sone of the drugs, that generally
men are nore likely to use alnost all the specific
groups of drugs, and again the age group difference
wi th 18-25-year-ol ds being the highest, nost likely to
be using, and the race differences energing, that
whites are basically nore likely to use each of these
drugs than mnority individuals.

Also there's basically a flat to maybe
increasing pattern with incone levels, that people
with higher incomes may be slightly nore likely to
have used these drugs extranedically.

Ckay. Let ne just nove over to dependence
of prescription drugs. So here we are basically
switching to National Conorbidity Study data which is
a popul ati on based survey of about 8,000 people.

Wien this survey was carried out, there
were about -- overall for any prescription drug there
were about alnost three percent of individuals had a
l[ifetinme history of dependence on prescription drugs.

O course, dependence can include both the physica
synmpt ons of dependence, wi thdrawal and tol erance, but
al so sone of the behavioral aspects of it in terns of
getting the drugs, taking a lot of time using the

drugs when you have other responsibilities, things
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li ke that.

So prescription drug use overall, the
preval ence of dependence is simlar to actually what
you see for cocaine. But when you break it down for
any particular drugs, it gets snaller. Anal gesi cs
actually, even through for the National Household
Survey we see them nore comonly used than other
prescription type drugs, the preval ence of these drugs
is -- of dependence, lifetime is about one percent of
peopl e have ever had dependence on anal gesics, and
then it's very small -- It's really an wunreliable
nunber for the current dependence.

kay. In general for prescription drugs,
we want to | ook at conorbidity. Actually, let me just
do it for analgesics. So here what we've done is we
| ook at people -- There were 68 people in the Nationa
Conorbidity study. So it's a relatively small nunber
but we wanted to look at what is the preval ence of a
variety of other psychiatric disorders for people who
have a history of anal gesic dependence versus people
who do not .

What we see are sone striking differences,
that alnost half the people that had a history of
anal gesi ¢ dependence had al so a history of depression

conmpared to 17 percent w thout anal gesic dependence.
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They also were nore likely to have agoraphobia, about
twice as likely to have agoraphobia and other types of
phobi as.

Al so, panic attacks, there's a striking
di fference. About 30 percent of the people that had
anal gesi ¢ dependence had a history of panic attacks
versus seven percent wthout analgesic dependence.
Now we don't know the -- This doesn't test the
directionality of these associations. It just gives
you a basic idea of the conorbidity of these
di sorders.

What is extrenely striking 1is the
association wth antisocial personality disorder
where, you know, it's very rare -- relatively rare in
t he general popul ation. Only about three percent of
peopl e have antisocial personality disorder, and wel
over a third of the people that have a history of
anal gesi ¢ dependence al so have antisocial personality
di sorder or qualify for that diagnosis.

Also there's sone issues of shared drug
dependence. About 40 percent of the people of
anal gesi ¢ dependent individuals also had a history of
cocai ne dependence, conpared to three percent in the
general sanple.

W see simlar patterns for ot her

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

206

prescription drugs, actually, but maybe slightly nore
pronounced for analgesics. It's hard to say, because
the nunbers get rather snall. So the confidence
intervals around those estinmates get relatively w de.

Just for conparison, if we | ook at cocaine
as a disorder, |ook at cocai ne dependent individuals
versus those w thout cocaine dependence and | ook at
the simlar disorders, we see that actually the
associ ations for prescription drugs and anal gesics are
stronger than they are for cocai ne dependence.

Briefly, this is just the sort of
cumul ati ve incidence of anal gesi c dependence. So over
time, looking at different ages, do people develop --
when they devel op dependence. What you see is across
the adulthood, we really see a steady kind of increase
i n dependence.

So the lefthand slide is overall, what's
the cunul ative incidence of dependence? W see cases
of dependence occurring all the way up through the
forties for both nen and wonen.

Wien we look at -- and the next slide is
just anong people who are wusers, who becones
dependent . Just basically, if you ve ever used
anal gesi cs extramedically, by the tine you get out to

age forty the sort of cumulative incidence tends to be
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about less than ten percent. So this is anong users,
about ten percent of them report becom ng dependent.
These are extranedi cal users again.

Just briefly, the transition from use to
dependence -- this slide looks at that transition.
The people with antisocial personality, for exanple,
are about five tinmes nore likely than those without to
devel op dependence, even once they have used.

Just briefly, this is just some results

from anot her study we published in Archives of CGenera

Psychi atry. W were looking at the relationship
between PTSD and drug use disorders, and we were
| ooking at directionality.

So the previous slides don't really ook
at the direction of the relationships, but when we did
this, we were trying to test these pathways.
Basically, what we found was the pathway that showed
up as being potentially neaningful was the pathway
from people who had PTSD first, then devel oped
prescription drug dependence -- or drug dependence.

It was really specific for prescription
dr ugs. It wasn't for cocaine. It wasn't for
marijuana, and those people with PTSD were about 17
times nore likely to develop prescription drug

dependence than those w thout the PTSD
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This just gives you the bottom nunber
here, just shows you the preval ence of prescribed drug
dependence i s about nine percent versus .6 percent for
t hose w t hout PTSD

Al right. So anyway, | think that
basically | just tried to give an overview of sone of
the data that's out there. There are sone limtations
interns of identifying the cases.

There's, obviously, a lot of need for
resear ch. There's very little research in the
epi dem ol ogy of prescription drug dependence, much
| ess anal gesi ¢ dependence. So there's certainly a
need for further research in that area. There's
certainly a need for better data.

| think sone of these surveys can give you
sone idea of what's going on. It will be interesting
with the new National Conorbidity Study which will be
comng available -- the results wll be comng
avai | abl e soon, how these associations currently show
up in relation to the conorbidity of anal gesic use

and psychiatric conorbidity.

So with that, 1'Il conclude. Thank you.
ACTI NG CHAI RVAN KATZ: Vel l, thank you
very much, Dr. Chilcoat. That's obviously very

inmportant information and very germane to our task
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t oday. W are not going to take questions now,
because Dr. Chilcoat will be with us and, |'m sure,
will speak about it later.

Wth Dr. Passik's permssion, what we'll
do now, given the |ook on everybody's face, is we'll

take lunch now, no questions, and then if that's okay

with Dr. Passik, we'll begin with his presentation
after the lunch break, which will be in exactly one
hour . Hang on one second. Sorry, we'll begin at
1: 30.

(Wher eupon, the foregoing matter went off

the record at 10:40 p.m)
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AFT-ERNOON S ESSI-ON

(1:35 p. m)

ACTI NG CHAI RVAN KATZ: Could we all take
our seats, please, and nove on to the afternoon
session. |s Dr. Passik here?

Let's go ahead and begin the afternoon
session. |1'd like to introduce Dr. Steven Passi k who
has been a |ongstanding contributor to our know edge
on the interface between pain and opioids and chem ca
dependency. Steve?

DR PASSI K: Thanks, Nat. It's really a
pl easure and an honor for ne to get the opportunity to
talk to you about the problem of substance abuse and
the data that we've gathered in studies that we've
done on the problem of substance abuse in people with
pain, which |I'm happy to be able to talk about,
because these fol ks, neaning to say people with pain,
are the ones with the nost at stake, | think, at a
meeting like this.

This is a very, very broad topic. This is
a topic that spans the treatnment of pain in many
subgroups, fromthe treatnment of pain in people with a
known history of addiction who have chronic pain
syndrones, HV related, others, and the special kinds

of precautions and issues that surround the treatnent
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of pain in people with a prior chem cal dependence
probl em

M/ interest in this topic started wth
that. It started back when | was at Sloan Kettering,
where | was on Psychiatry service for about ten years
and during that tinme was working with Russ Portenoy
and Bill Brightbar, Kathy Foley on the problem of pain
in Al DS.

That was largely a problemof articulating
managenent strategies for people who had a previous
history of drug abuse. But | don't think that ny
personal interest in this topic wuld have been
sustained over all this tinme with just that issue, and
| think the expanding use of opioid analgesics for a
range of nonmalignant pain syndromes has led to the
necessity to look at the problem of nonconpliance and
addiction related risk in people who are placed on
t hese nmedicines for pain, and we really have a paucity
of data here.

|"m going to show you as we go through
this a study that we undertook to try to -- which is a
very, very prelimnary attenpt to try to understand
t hese probl ens.

W have taken in the -- In the nedical

community we've undertaken noving a therapy from a
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very honobgeneous group, meaning to say a chronic
opioid therapy that was shown to be very, very
advantageous and with low risk in a very honogeneous
popul ati on, nanely, for the nost part the tertiary
care oncology population, and we have subsequently
noved beyond that to take that experience and try to
now translate it over the |ast decade or nore to other
pai n popul ati ons.

Wien we run into difficulties here, it's
ny view that, when there are difficulties of any kind
where the outcomes don't | ook perhaps as favorable in
sonme studies, it may sinply be because we are dealing

with a much nore heterogeneous population when we
nove to the chronic pain popul ation.

One of the m stakes that always gets nade,
to ny view, in the chronic pain area is taking any
therapy, whether it's relaxation therapy, group
psychot herapy for people with chronic pain to chronic
opi oid therapy and then applying it in the sane way to
this very, very heterogeneous group of people.

So when we apply this therapy, we are
basically trying to effect a good outcone in four very
-- four distinct but also very interrelated donains.
| think the goals of pain treatnment are al nost always

the sane. They are to provide neaningful pain relief
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or anal gesi a.

Herman Weinreb and | have witten about
the four A's as a mmenonic device for trying to
internists and others how to assess people who are on
chronic opioid therapy and how to nonitor them Qur
study that 1'Il show you a little bit about in just a
few mnutes uses this as a nodel

Basically, in any pain patient, you are
trying to effect a good outcone in the areas of
anal gesia or neaningful pain relief, activities of
daily living or inproving function. You are trying to
mnimze and treat side effects, and ultimately the
goal, too, is to have as little aberrant drug rel ated
behavi or that one could hope for.

| think the inportant issues here are
that, when we do this therapy, patients need to be --
and we need to teach physicians and nurses and others
how to nonitor people in all four of these areas. Now
these are very highly intermngled in inportant ways.

For exanple, at times you wll see
aberrant drug related behavior in people in chronic
pain who are undernedicated for their pain. That's
the so called phenonmenon of pseudo-addiction where
people are in unrelieved pain, and they act in kind of

desperate ways. So the aberrant behavior needs to be
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interpreted vis a vis where we are in the other
domai ns of outcone.

Wth regard to activities of daily |iving,
it is crucial with this therapy that people have a

stabilization or inprovenent in their psychosoci al

functi oni ng. It's interesting, because opioids treat
some -- basically, one nmgjor inpedinment to inproved
function. That is pain intensity. They |ower --

largely lower the volume on pain intensity, but in a
| ot of instances pain intensity is not the only factor
t hat mtigates agai nst i mpr oved psychosoci al
functioning. So these areas are very interm ngl ed.

| thought mary Baluss this norning raised
a very good poi nt about what does inproved functioning
really nean, and for how long, and how |ong does a
patient get to inprove their functioning.

All of these things, I t hi nk, are
unfortunately poorly defined. For exanple, a l|lot of
times in pain nmanagenent we tend to | ook at the return
to work as the gold standard. W feel |ike heroes if
we get a person who has been disabled to return to
wor K.

The problemwith using that as a goal of
pain treatnment is that the best predictor of return to

work in disabled pain patients is not pain intensity.
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It's not severity of injury. It's pre-norbid job
sati sfaction.

So ultimately, you know, unless opioids
make you like your job nore -- it's possible --
ultimately, you know, unless we start using voc rehab
as part of what we do in our treatnent of chronic
pai n, that nay not be the right goal

| think what | do as a clinician is | try
to sit down with patients, figure out what their goals
are, and then | assess these four A's in an ongoing
way, and largely what this boils dowm to in clinica
practice is a kind of a good faith, gestalt sense that
sonmebody is making a whol ehearted effort to inprove
their life and that pain nedication is a snmall part of
that effort.

Now | want to describe to you a study that

used -- that Russ and | wundertook, and this is
actually a study, | should say up front, that was
funded by Janssen Pharnaceutica. Russ and |

approached Janssen sonme Yyears ago before the
phenonmenon of prescription opioid abuse was all over
the nedia, and we approached them and said there's a
br oadeni ng use of these drugs out in the community by
primary care doctors and others. They need a tool to

hel p them nonitor their patients, docunent inportantly
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the patient's progress so they can inprove their
nmedi cal recordkeeping in this area, and also have a
better understanding of what we should talk to
patients about and, in particular, in the addiction
rel ated outcones.

As you are going to see, what we are
trying to introduce here, | think, is crucial not only
in the clinical world but perhaps in clinical trials
on the longer term effects of opioids and their
efficacy over tine, a different vocabulary for
under standi ng nonconpliance behavior; because the
traditional definitions of addiction really don't
apply to this popul ation.

So Russ and | set out to basically design
a series of short questionnaires that could vyield
ultimately kind of a docunentation system for each of
t hese four areas.

W batted this back and forth severa
times between us, and then actually several people in
this room hel ped us, comented on it, helped us to
improve it, including Dr. Katz. Karen Sees hel ped a
great deal with it as well in its devel opnent.

Utimately then we took it, and we handed this -
- We gave this to physicians and nurses around the

country, internists primarily and some pain experts,
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and we had them take it to their pain clinic and
assess their own patients one tine.

These are all patients who are on opioid
therapy for three nonths or nore, and this is a one-
shot , one-tinme cross-sectional snapshot of what
out comes | ook like in chronic opioid therapy. [|I'm not
just going to restrict ny comments now just to the
addiction related outcones. 1'Il walk you through the
summary of the results really quickly.

Wth regard to the four A's, the first one
was analgesia, of course. | think it's very
interesting to note here, we basically used a couple

of zero to ten scales on average pain and pain at its

wor st .

You can see that on opioid therapy -- and
| know that these don't project too well. 11 wal k
you through this -- the patient's average pain |eve

was in the noderate range, exacerbated to the severe
at its worst. These are people on chronic opioid
t her apy.

Then a very interesting question that |
Thi nk we stunbl ed upon here. W asked them Conpare
your average pain during the past week wth the
average pain you had before you were treated with your

current pain relievers. Wat percentage of your pain
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has been relieved?

For those of you who can't see it, it was
57.8 percent. Now in fairness, there is a large
standard deviation that goes all the way up into the
eighties and all the way down into the thirties, but
the average patient on these drugs is getting about
57.8 percent of their pain relieved.

That is nodest, but as you'll see in a
nonent, meaningful to the vast ngjority of these
patients. But | think it's a very inportant point to
highlight that the average patient apparently -- and
this is a study that was not designed to really | ook
at outcones of chronic opioid therapy; it was nore a
road testing of this system

Nevert hel ess, the average patient, it
seens to indicate, is going to have a substantial
anmount of residual pain to cope with, and ultimtely
that the goals of therapy wll probably best be
realized by al so bri ngi ng in rehabilitative,
psychol ogi cal approaches, and so on.

| think it's a crucial point that we
teach, for exanple, primary care doctors that, if they
-- to think about this as their goal as they go into
chronic opioid therapy, not to restrict their ability

to prescribe but to help themrecognize just by asking
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t hensel ves which ones of ny patients are likely to
enjoy a favorable outcome with 57.8 percent pain
relief.

| f they ask thensel ves that question going
in, they mght be able to say, okay, if ny gut tells
me the answer is yes, nice little old lady wth
arthritis is going to dance at her children's weddi ng
when she gets 57.8, terrific. That's a patient that
probably doesn't have a |lot of conorbid psych,
probably doesn't have addiction problens, and
ultimately will enjoy a good outcone.

If the answer, on the other hand -- the
gut tells you the answer is no, it's probably for
ot her psychiatric or deconditioning type reasons for
which opioids are not the sole answer. W need to
teach physicians, | think, to know when to refer early
so they don't end up wth bad outconmes based on
perhaps inflated expectations about what the drug
t herapy al one can help reali ze.

As | said, while the nunbers | ook nodest,
this is neaningful pain relief. As you can see, we
asked the patients, is the amount of pain relief you
are now obtaining from your current pain relievers
enough to nake a real difference in your life? And 90

percent of the patients said yes.
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Now interestingly, the physicians agreed
in 85 percent of the cases, but nore interestingly,
when we went back to do the CAPA coefficients on this
data, they were exceptionally |ow, meaning to say that
patients and the physicians are not talking about the
same peopl e.

So we are now going to go back and anal yze
t he di screpant cases to try to hel p us understand what
makes a physician say the outcone is good versus what
nmakes a patient say the outcome is good. | |eave that
to your inagination. I"m thinking few phone calls
probably is all that drives that.

Wth regard to activities of daily living
-- Now renenber, this is nmeant to help people do this
in day to day clinical practice, you know, w th people
on chronic opioids. So it was done grossly, but we
asked the doctors to rate the patients as better, sane
or worse in the area of physical functioning, nood
famly and social relationships, sleep patterns, and
overal | functioning.

| think it's crucial at a tine |ike now
when we are kind of examning this therapy to
recognize that in the doctor's judgnents four out of
five patients were enjoying an inprovenent in overal

functi oni ng.
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| would venture a guess that, if we could
have predicted ahead of time who was going to need
nore extensive psych input or perhaps nore structure
from the point of view of «controlling aberrant
behavi or, that nunber could be higher if we would
tailor the approach and neet those needs earlier as
opposed to | ater.

| think a much nore comon unfavorable,
unconfortable, if you will, outcone in chronic opioid
therapy is not out and out addiction and aberrant
behavior. It is a patient on what is a controversia
t herapy whose function is not gradually inproving as
they are on the therapy. | think that's what
clinicians confront a ot nore frequently than out and
out anything that snells of addiction.

Wth regard to adverse effects or side
effects, overwhelmngly the patients felt that they
could tolerate their pain relievers, despite the fact
that two out of three of them had side effects.

In this instance, the only one that rose
above threshold that's even worth nentioning was
consti pati on. Four out of five patients had it. It
was noderate to severe in a third. It's clear that,
when we are using opioid anal gesics for the treatnent

of chronic pain, we do have to be aggressive about the
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managenent of consti pation.

Finally, what we are all here to talk
about . Russ and | created a checklist on aberrant
drug taking behaviors, and this is basically the node
that comes from a paper that Russ and | have witten,
but actually it predates that, comes from sone other

work that Russ did in Jerry Jaffe's Encyclopedia of

Subst ance Abuse, | beli eve.

In any case, | think, if | can speak for
Russ, he was |ying awake one night wondering what all
of his patients were doing with all those drugs he was
prescribing, and he had the realization, | think, that
ultimately this boils down to behavior.

What the clinician will confront in the
clinic is not out and out signs of drug addiction
What we will see -- W mght see that periodically,
but what we are npbstly going to see is nonconpliance
behavi or.

What we tried to do was take this notion,
that there's a wide, wide range of behaviors that are
likely to becone manifest in the clinical situation.
Some of them are probably innocent and frequent and
| ess predictive of addiction. Sone of them just
based on common sense and legal or illegal kinds of

i ssues, are probably nore predictive.
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We took this, and we tried to enbody this

in the nodel of the checklist that we put in, while at

the sane tine trying to take sonme of the core aspects

of addiction -- use despite harm and adverse
consequences, uncontrolled use -- and enbody those as
they mght appear to a pain clinician. Agai n, that

need for a kind of translation of the addiction
vocabul ary into the pain clinician's vocabul ary, which
| think has a long way to go but, | think, is very

inmportant ultimately for inclusion in studies of this

ki nd.

Wth regard to adverse consequences
possibly resulting from drug use, |I'm showi ng you now
the nunbers of people -- and this is based on the

poster data. W now have data on sonme 450 patients,
but we presented a poster at the Pain and chem cal
Dependency clinic -- pardon nme, neeting -- in '99 on
these data, and we have the full datasets being
anal yzed now.

This is data from that poster, and | can
tell you the nunbers have not changed significantly.
What |I'm presenting to you here is the nunber of
pati ents who never did these things -- never did these
things. So that these are patients in whom you never

saw t hese behavi ors.
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So that people sort of taking their

nmedi cine to purposely over-sedate thenselves -- that
happened -- you would have to do the math -- in a
little under 11 percent of the patients. Less than

ei ght percent had a negative nood change.

Decline in psychosocial functioning was
seen in six percent. Less than five percent had a
decline in social functioning. Appearing intoxicated
-- as you can see, on down the line, but you can see
basically that these adverse consequences were
relatively infrequent.

Most of them -- The innocuous ones, as you
will see as we go through this, were sonewhat higher
in that 10-20 percent of the patients had done them at
| east once; whereas, some of the nore serious ones
were down around one or two percent.

What you are going to notice as | wal k you
t hrough these slides is that the percentage of nost of
t hese behaviors conmes in sonewhere around six percent
of the patients, which is a very interesting finding,
because six percent or so is basically the -- usually
the nunber that gets thrown around for the anmount of
addi ction in the general popul ation.

I t hi nk that's a very I mport ant

consideration, that the msuse in the form of these
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ki nd of behaviors in pain patients is no nore frequent
than it mght have been based on just predicting it
fromthe general popul ation val ues.

So here you can see possibly loss of
control, requesting frequent early renewals -- you saw
that in about 18 percent. | ncrease of dose
occasionally wthout authorization was in l|less than
14, and on down the Iline with the nobre serious
behaviors ultimately comng in at much | ower
per cent ages.

Al so preoccupation with opioids or other
drugs, asking for specific nedicines by specific
nanes, fairly innocuous, as Dr. Parris said this
norni ng, about 11 percent of patients did that.
Doesn't conply with other reconmended treatnents, |ike
you ask the patient to also go to marital counseling
or physical therapy and the only time they show up is
on the day that the narcotics are being renewed --
t hat was seen in seven percent.

Six percent reports no effects of other
medi cines, like ny pain only responds to opioids,
unwilling to do other drug trials.

M sses appoi ntnents except for nedication
renewal , and so and so forth. You can see on down the

line that those behaviors were actually in the three
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to four to six percent range.

O her occurrences: Patient arrested or
detailed, very infrequent -- very, very infrequent,
| ess than two percent of the patients.

Wat is also very inportant and very
tricky in the assessnent of addiction related issues
in the chronic pain patient who is on opioids for
legitimate purposes is that, when we do see these
behaviors, as | intimated earlier, we have to take a
step back as clinicians.

This is a very hard thing which ultimately
a lot of physicians don't think through. They think
of the world as divided into addiction/no addiction
when they see aberrant behavior in front of them in
the clinical situation. The truth is you have to
ultimately -- There are several possibilities that

m ght be driving aberrant behavior in chronic pain

patients.

It mght be out and out addiction. The
patient is losing control. They are using despite
harm |I'mgoing toin a few nonments talk a little bit

about a very structured approach that can be taken.
W run a clinic in Indianapolis called the
Pain and Chem cal Dependency dinic where we take in

peopl e who have abused prescription drugs or have bona
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fide histories of addiction, and we don't, obviously,
manage them the same way that we do little old |adies
with arthritis.

Utimately, | think it's very inportant to
kind of tailor the approach. | have to say that with
the right structures |ike frequent urine tox screens,
seeing the patient every three days, having the
recovery program that the patient -- recovery group
that the patients attend in our clinic, we are able to
-- W've had a very kind of sanguine experience. But
at the same time not every clinic or physician has
anywhere near the ability to bring to bear that much
structure.

| think, if that's the case, those are
people that need to be referred. The fact that we
have a paucity of such treatnent settings goes w thout
sayi ng.

Anot her possibility is pseudo-addiction.
As | mentioned earlier, the patient is acting in a way
that they are acting not because of addiction but
because of desperate attenpts to get pain relief.
That's another possibility, and with the trenmendous
anount of wundertreatnment of pain in our society,
clearly something that clinicians need to think

t hrough when they try to sort this out.
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O her psychiatric diagnoses: Personal ity
di sorders, self-nmedication of depression or anxiety
syndrones and so on, also mght be driving the
behavior, in which case treating those syndronmes is
sonetines helpful. And there are, of course, the drug
di verters who have no pain but are comng in with the
sole intent of duping the physician, and all of those
things need to be considered, because every one of
them has different managenent strategies that the
clinician would take to try to contain the behavi or.

Now with regard to defining the problens
and understanding the addiction in a pain patient
better, there are several problens. The first is we
really don't know the risk of aberrant behavior in
addi ction going in.

W need to get a better handle on what the
risk factors are, and then get them out and educate
physi ci ans about how to assess them [|'Il talk about
that a little bit in a nonent.

There are trenmendous m sunderstandi ngs
about what addiction is, and the wusual definitions
simply don't apply well in the pain nanagenent
si tuation.

Then finally, there has been an absence of

wel |l articulated managenent strategies for patients
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with different substance abuse rel ated problens. Even
when they are articulated, they don't |end thensel ves
to solo practice office settings, for exanple. So
that ultimately sone of those things are out of the
reach of a | ot of people who need pain treatnent.

| want to just spend the rest of ny tine
tal ki ng about the assessnent of risk, because | think
it's been bantered around over the years and, | think,
in some m sl eadi ng ways.

| think that prior to the sort of
revolution in pain mnmanagenent, | think that the
prevailing notion was that addiction, for the nobst
part, lived in the drugs thenselves and that, if you
got exposed to them you would becone addicted. It
didn't matter if you had pain, if you had cancer

In fact, in 1947 the President of the AVA
wote that physicians should spare their termnally
il cancer patients the indignity of norphine
addi ction, because the prevailing view was that
addiction lived in the drugs. So exposure al one woul d
addi ct everybody or anybody.

| think then the pendulum started to
swing, and the revolution that's happened that's
hel ped so many people in pain managenent started to

happen. But | think at the sane tine, there was a
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paucity of real outconmes data on aberrant behavior, on
ki nds of nonconpliance that you mi ght see, and so on.
So there was a |ot of data that was cited
to help allay fears of addiction that probably didn't
have that much to do with what the real risk was. An
exanple is the -- and nmany of you have probably seen
this data quoted nmany, many tinmes, the so called
Boston Col |l aborative Drug Surveillance Project from

Porter and Jick, New England Journal of M©Mdicine,

1980.

In a letter to the editor Porter and Jick
reported sone four cases of addiction in 12,000 people
who were exposed to opioids during a hospital stay in
people who had no prior history of abuse and had
received those drugs during hospitalization. They
could only docunent four cases of msuse of the drugs
in followup

So the prevailing notion cane to be that,
if you didn't have a history of abuse that the risk of
aberrant behavi or of any kind was extraordinarily | ow

But of course, that nodel doesn't really describe the
risk in the chronic pain population. It doesn't
describe the risk in people who are going to be
exposed to the drugs who have a range of other

psychiatric potential problens, as well as a much
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| onger anticipated duration of exposure.

So what | think Porter and Jick's data
really represent is one end of a continuum of risk,
short term exposure to opioids in a non-addict
popul ati on.

The other end of the continuum is
represented by people who have a substance abuse
probl em who are going to get chronic pain treatnent.
Now as you might imagine, if you go to the literature
and look for long term treatnment of addicts wth
opioids for pain, you wll not see an extensive
literature. But I've pulled out a reference from
Dunbar and our very own Nat Katz from 1996, Journal of

Pai n and synpt om Manhagenent .

In their experience at Harvard, they
foll owed sone 20 patients who had both chronic pain
and a history of substance abuse. So this is kind of
what we are left with, is drawing conclusions from
smal | case series of 20 patients. But in that study,
| think it's very interesting to note that nine out of
the 20 patients abused the nedication -- nine out of
t he 20.

Now | don't know how nuch you want to draw
from 20 patients, but it is interesting at |east that

it's not 20 out of 20. A lot of people, | think,
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think that if you try to treat addicts for pain, it's

a foregone <conclusion that they wll abuse the
nmedi cati ons and, noreover, treat them as if they
t hensel ves, addicts thenselves, are a honogeneous
group, which they are not. They are a very
het er ogeneous group.

There are peopl e who never abused opi oi ds.

There are people who are opioid abusers. There are
people in long term recovery and so on and so forth
and to that point, of the 11 people who did not abuse
the medications in the Dunbar and Katz case series
they were all active in recovery prograns.

We desperately need to devel op these ki nds
of settings for people. Recovery is not about
absti nence. Recovery is about honesty and
accountability, and there is nothing inconpatible
about being in recovery and taking your pain nedicine
as prescribed, if you have a chronic painful
condition. The problemis that nethadone mai ntenance
has beconme the dunping grounds for a lot of those
patients.

So just to reiterate: Wiat we really have
is a spectrum of risk. Wen we start people on
chronic opioid therapy, the risk of addiction of

aberr ant behavi or depends on their per sonal
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characteristics and history as well as the antici pated
| engt h of exposure.

W don't really have a lot of data in
patients in whom we expose to these nedications over
long periods of time, but the risk may be |ess than
one percent on the one hand, or up to as high as
per haps 45 percent, on the other. And the clinician's
role is to locate their patient on that conti nuum

This is what we need to be treating, again
not sort of cutting off physicians' ability to apply
this therapy when they think it is nedically
necessary, but instead to try to help themrealize who
they are treating so they can bring the appropriate
structures to bear when they start that treatnent.

| wish | could tell them that it was a
straightforward assessnent, but of course, it isn't.
The literature is a conplete ness on this subject,
conmpl etely unhel pf ul virtually, but at | east
theoretically we know that if addiction arises from
chem cal, psychiatric, social, famlial, genetic and
spiritual influences, that aberrant behavior during
pai n managenent in fornms of nonconpliance mght grow
out of those sane infl uences.

| think ultinmately we have to teach

doctors, nurses, social workers, psychologists and
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others to do a full assessnment of these issues so that
we can bring -- because a lot of our chronic pain
popul ati ons do i ndeed have problens in these areas.

They have conorbid psychiatric problens.
They have social and fam lial problens that have grown
out of the usual year or nore that it takes them to
get adequate pain relief. Sonme of them have spiritua
difficulties because of the length of time they have
been suffering, and still others are genetically
| oaded for addiction.

These assessnments need to be made so that
we can ultimately track people into a tailored
approach to their pain managenent that hel ps realize
better outconmes in a wi der range of patients, although
if the data fromRuss and ny study seemto hold to up,
seens |ike 80 percent or so of people did okay wth
just the kind of usual approach to this therapy.

Pseudo- addi ction, of course, can be one of
the things that you have to sort out, because, as |'ve
said earlier, when we do see aberrant behavior, it may
come from those influences. It may, however, cone
frominadequately treated pain.

If the patient indeed has a history of
drug addiction, | think as a society and as i ndividual

clinicians, one of the things we really have to do is
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consider the risk of not treating them

If we are concerned about public health,
then we certainly have to be concerned about what
kinds of crimnal activity and drug abuse is set in
notion by refusing to treat popul ati ons of people with
opioids when they need them such as the addict
popul ati on.

In a study that we are just conpleting now
-- this is a NDAfunded study -- we conpared the
behavi or of drug abusers with AIDS to the behavi or of
cancer patients. It sounds like there's two groups,
but there's really three.

Based on a formula, we have really three
gr oups: Adequately nedicated cancer patients,
i nadequately mnedi cated cancer patients, and virtually
all inadequately nedicated addicts with H V-rel ated
pai n and other chronic pain syndrones.

The results of quite conmmonsensical and
predi ct abl e. That is that the little old Hoosier
farmers who are inadequately nedicated for their pain
don't start abusing street drugs. They mght try
al cohol. They m ght get depressed. They m ght becone
socially withdrawmn. But the substance abusers who are
H V-positive in Indianapolis reported commonly turning

to street drugs for abuse, diverting prescription
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drugs for use, even trading sex -- H V-positive wonen
trading sex to get pain nedicine on the street to
treat their pain.

So if we are concerned about the public
heal th consequences, we really ought to be concerned
about the underside of this issue that doesn't get

nearly enough attention.

Additionally, | think there is a real need
for research in an area -- and this is a term that
Eduardo Bruerra actually coined. Interestingly

enough, he coined it in talking about people wth
cancer, the so called "chem cal coper."”

Now a lot of us, as | said earlier, don't
see a lot of people with chronic pain who conme in
with, you know, their pain prescription serving as a
gateway to the use of illicit drugs. That is a very
rare phenonenon, al nost nonexi stent.

On the other hand, we do, | think -- at
least | do as a psychol ogist, because | tend to get
referred these patients, see a nunber of people with
conor bid psychiatric problens that are not being well
addressed, and we see people who develop a syndrone
that is kind of referred to in the clinical literature
but hasn't been studied at all very well, to ny

observati on.
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That is this chemcal coping kind of
phenonmenon wherein people -- and | think it is a
syndrone that bears resenblance to addiction, but it's
not illegal. It doesn't seemto threaten the public
health in any terrible ways, but | do think this is a
negative outcone in sone people on chronic opioid
t herapy where the drug just assumes kind of just two
central a role in the patient's ability to cope with
and live with their disease.

You know, | think when you start a patient
that has been undernedicated for periods of tinme on
chronic opioids, | think it's reasonable to have them
be very focused on drug procurenent and getting nore
analgesia and so on, because they have been
under nedi cated, and there's a lot of notivation. But
when that sort of never gives way to a broader
appreciation that kind of what you see is what you
get, this is the amount of relief you have, it's tine
to start focusing on goal setting and expansion of

psychosoci al repertoire.

That never happens. That is a worrisone
devel opnment in some chronic pain scenarios. Very
poorly studied and just described, as | say, in the
clinical literature. | think these patients need a
structured approach. They need psychotherapeutic

SAG CORP

202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

238

appr oaches, and they need pain treatnment that
decentralize the nedicines, |ike the sustained rel ease
opi oi ds and so on.

So just to reiterate, | think that one of
the nost inportant things that 1'd like to kind of
| eave you with is that | think that the decision to
start people on opioid therapy should | argely be based
on nedical variables. How severe is the pain?
Perhaps to sone extent, what kind of pain do they
have, since there are sone pain syndrones that are
slightly less responsible to opioids? Wat else has

been tried?

Utimately, | think the issue is not, you
know, who gets opioids and who doesn't -- and | think
that sounds l|ike it was one of the thenes of
yesterday's di scussion -- but who gets opioids in what
treatnent setting with what kinds of limts to help

them al so enjoy a favorabl e outcone?

You know, if I ran a pain clinic, | would
have three pain tracks | would try to have people
noved into and perhaps noved anong, once they had an
evaluation initially. There is the wunconplicated
patient track who needs mnimal structure, easily
treated by internists and others.

There is the patient wth conorbid
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psychiatric and other coping difficulties who needs a
noder at e anmount of structure and a heavy psychol ogi ca
and rehab input, and then there are addicted patients
who, depending on where they are in the addiction
spectrum need a highly structured approach, although
vari abl e based on those particular variables that you
saw t here.

So then just finally, there is a
difference, | think between addiction as it's been
defined in the psychiatric literature and the conpl ex
i ssues of nonconpliance and aberrant behavior that
becone evident during pain nmanagenent, and this
di fference has not been well studied.

It's been poorly articulated, and | think
in longer term foll owup of people on chronic opioid
therapy, we need to start reviewing and |ooking at
aberrant behavior and nonconpliance in the |onger
term

Finally, the pain population 1is, of
course, as |'ve been saying, very diverse, and the
application of opioid therapy to this diverse
popul ati on requires car ef ul assessnent and
consi deration. Thank you very nuch.

ACTI NG CHAI RVAN KATZ: Thank you, Steve.

That was a great presentation on a very conplicated
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subject with sparse and diverse data. | appreciate
it.

In the interest of getting as efficiently
as possible to the reason why we are here today, | am
going to actually hold questions. | think they wll
probably cone up naturally in our discussion anyway.

W will nove right along to Dr. Hertz.
Dr. Hertz is a -- Sharon Hertz is a Medical Oficer in
the Division at the FDA, and she will be speaking with
us about regulatory approaches to risk nmanagenent of
prescription opioid abuse.

DR HERTZ: Thank you, Dr. Katz, and thank
you to all of the speakers who have preceded ne.
There's been sone very interesting and useful
i nformation provided.

W in the Division, as well as the other
division that deals with analgesics, really westle
with a ot of these issues on a regular basis, and the
nore informati on that we have to work with, the easier
it is to take a reasoned approach to these problens.

There have been reports of abuse of
prescription opioid analgesics that have directed
public attention to the known potential for abuse,
m suse and diversion of these products. There are

several approaches to nanagi ng abuse potential that
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are consi dered by the agency.

You have heard about scheduling under the
Control | ed Substances Act. To some degree, we have
di scussed a little bit |abeling today, including black
box warni ngs. There's been sonme interesting in
updati ng | abel s with newer i nformation; risk
managenent plans, fornulation changes and restricted
di stri bution.

| am going to focus ny discussion right
now on risk rmanagenent plans, which are under
consideration with increasing frequency as a tool to
address abuse related risk with opioid anal gesi cs.

There are some conmon features that we are
starting to organize with these risk managenent pl ans.

The first feature that we |like to see or that are
often provided is identification of key nessages.

Wat are the key events that we need to
nmonitor with this specific product? 1Is the intent of
this particular risk managenent plan, in fact, the
prevention of abuse and diversion or other issues:
And when appropriate, what is the inportance of proper
patient selection with this product?

The identification of risk potential is
the next feature in these plans. What are the issues

that make a risk nmanagenent plan an inportant feature
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to consider with a product? Are there issues related
to the drug substance? Is it a fornulation issue? |Is
there prior experience with simlar products that have
tipped us off to anticipate the need for a nore
proactive approach?

Tracki ng an quantifyi ng abuse, m suse, and
diversion is quite challenging. prograns that have
been developed for this purpose have included the
things that we have heard about: Spont aneous
reporting mechani sns t hr ough conpany sponsor ed
hotlines, the MedWatch system the nmany dat abases t hat
have been discussed today and yesterday; state drug
control authorities and boards of pharnacy.

Special registries have been created,
i ncluding pediatric databases. Surveys generated at
t he pharmacy | evel have been inportant in at |east one
ri sk managenent plan in terns of generating inportant
information on the use of sone products, as well as
getting information fromliterature and nedia reports.

Prograns to prevent abuse, msuse and
di version often overlap with interventions intended to
decrease such activity. Education is paranount.

Physi ci an education and pharnaci st education can take

the fornms of continuing education prograns, "Dear
Health Care Provider" letters, as well as tools such
SAG CORP
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as patient package inserts to provide information to
patients.

W've heard about and seen tanper
resistant prescription pads. Are there specia
storage needs for the physician in their office? Wat
about for the patient in the hone environnment? Child
resi stant packagi ng needs to be addressed, because the
regul ations only cover this area for oral preparations
and, as we have seen, there are sone non-ora
preparations that have been devel oped and are being
devel oped for pai n managenent.

W& have discussed to a little extent bl ack

box war ni ngs. What about restricted access to
targeted popul ati ons? |s that appropriate to the
product ?

Expert Advi sory Boards have been conposed
to assist with educational efforts, as well as to
assist with the devel opnent of surveillance prograns.

W have al so heard about cooperative efforts with | aw
enf or cenent . These have taken forms such as
educational nmaterial as well as the use of country-
specific indicia or markings to track where products
are comng from

The nonitoring efforts, once a plan is

generated, are critical. What events are being
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reported? How are they going to be nonitored? W
also need to assess the effects of educational
efforts, and we need to audit the pronotional efforts.
What are the actual nessages being delivered by these
efforts, and are they reaching the right targets and
generating the right nessage?

| have three vignettes to denonstrate and

hi ghli ght sone past efforts that have net with sone

nmeasures of success in dealing with issues. Now,
clearly, these are based on real products, but | have
taken the I|iberty of altering the facts, nostly

simplifying, just to focus our attention on inportant
poi nts for discussion.

Dr ug A i's a par ent er al opi oi d
agoni st/ antagonist that was initially approved for
hospital use. The abuse liability was considered to
be low, and the product was not schedul ed. Little
abuse was reported.

Later on a nasal spray fornulation was
devel oped for outpatient use. The abuse potential was
revised, still considered |ow but post-nmarketing
surveill ance was reconmended.

After release, concerns of abuse rose as
reports started to cone in, and a petition for

scheduling by the DEA was raised. Dat abases were
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reviewed to try and gain information on what was
actual |y taking pl ace.

A cooperative effort with FDA and DEA
surveyed state authorities, and 80 percent of
responding state authorities confirnmed cases of
nonmedi cal use and diversion. typical drug seeking
behavi or was reported, falsification of prescriptions,
doctor shopping, everything we have heard about, and
t hese reports continued to increase.

A request was nade to DEA to schedule this
nasal spray and, in fact, it was placed on Schedule IV
of the Controlled Substances scheduling. Fol | owi ng
scheduling and, perhaps nore inportantly or as
i mportantly, following dissemnation of relevant
educational information, abuse related reports began
to decrease in the setting of stable prescribing
practices. So this was effective efforts.

The next pr oduct was anot her
agoni st/ antagonist, originally fornulated as an oral
product . Over the first decade of wuse, reports of
abuse and msuse steadily grew In particular,
i ntravenous abuse of crushed tabl ets was not ed.

The product was added to Schedule IV, and
this had no inpact in this instance on the reports of

abuse and diversion. As a result, the product was
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ultimately reformulated with nal oxone, and the
original product withdrawn from the Anerican market.
Subsequently, there was a dramatic decline in the
reports of abuse.

The last vignette, the last product,
represented a novel fornulation of a drug substance
that was already on Schedule Il of the Controlled
Subst ances Act. The product was intended for a narrow
target pain popul ation

There were a lot of concerns during the
revi ew process for this product, particularly concerns
of acci dent al exposure in non-opioid tolerant
individuals, and also concerns about abuse and
di ver si on. A lot of this was really related to the
high dose available in this formulation and the
potential for easy conversion of this formulation for
par ent eral abuse.

As a result, a risk nanagenent plan was
created prior to product approval. Features of this
plan included |imting these prescriptions for this
product to patients with the |abel ed indication.

Thr ough surveys of participating
pharmaci es, off-label prescribing was identified, and
corrective letters from the conpany, not from the

governnent, were sent to physicians trying to inform
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them of potential risks and appropriate use.

Detailing by the conpany was limted to
physi cians who were known to regularly prescribe to
patients in the targeted population, and patient
education materials were devel oped and provi ded either
by the physician or the pharmacy early in the
patient's use of the product.

Additionally, cabinet |ocks were provided
to patients for hone storage. A tenporary storage
contai ner was created, and even a |ocking fanny pack
so patients could have product available in a safe
manner whenever they needed it.

The results have been quite good. There
have been very limted reports of msuse of this
product .

The agency is aware of problens of abuse,
m suse, and diversion of prescription narcotic
anal gesics, but we are just as aware of the need for
adequat e pai n managenent for legitimate pain patients.

So in the discussion that is going to entail, we
woul d just like the Conmttee's input on their opinion
of prior approaches and sonme of the general approaches
that we currently have available to us now.

Dr. Katz, | think, is actually going to

take care of organizing the questions for this
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di scussi on. Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Hertz. Let ne have you stay up there for a mnute or
two, if you don't mnd.

Wat 1'd like to do first is to give Dr.
Hertz an opportunity to answer any questions specific
to the content of her presentation about regulatory
approaches to risk managenent in this situation, and
as soon as she is done answering those questions, we
will launch right into the neat of our discussion.

Dr. Portenoy first, then Dr. Carlisle.

DR PORTENOY: |'mjust curious about what
happens over tinme with the risk managenent program
If a risk managenent programis in place and the data
| ook good -- for exanple, vignette nunber three -- is
it revisited by the agency after a year or two, and is
the conpany then allowed to market to a broader
popul ati on of physicians?

DR.  HERTZ: Vell, | can answer part of
that question. As another feature of that risk
managenent plan, we have quarterly reports of these
efforts being provided, so that we can keep a watch on
what type of activity is occurring.

The intention there is to provide an

opportunity to adjust the plan if trends occur that
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suggest there are any significant problens wth
acci dental exposure, msuse or diversion

| think the fact that m suse has been as
low as it has been is because the plan is in effect.
So if the plan is renoved, you know --

DR PORTENOY: "' m sorry. Once again, |
wasn't totally clear. M's ny fault.

I"'m nore coming at the question in a
little bit of a provocative way, from the perspective
of the concerns we have about the undertreatnent of
| egiti mate pai n probl ens.

W have no data that essentially validates
a risk managenent plan, because you are not doing it
in a random zed fornmat. W can't watch one country
with it and one country without it. W just put it in
pl ace, and then we | ook at it.

It would be reasonable to think that a
very tightly controlled risk managenent plan has the
effect of reducing exposures, at reducing the
opportunity for the drug to reach a |arger nunber of
legitimate pain patients.

As off-label use grows with the drug, and
if the experience suggests that it may be safer than
the original risk managenent plan discerned, is there

any effort for the agency to look at it from the
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perspective not of, well, there's no abuse, so we're
doing a good job, but from the perspective of, well
maybe we are not allowi ng enough pain patients to have
access to it because we have this overburdensone risk
managenent plan in place?

In the absence of validation data, both
parts of that argunment are appropriate to discuss
Ri ght ?

DR HERTZ: Yes, but I'm going to direct
that to Dr. Kweder.

DR. KWEDER:  Actually, | can address that
nore generally. | think that's a great question, and
it's exactly the kind of thing that we are facing as
we think nore broadly about risk nmanagenent plans for
mar ket ed products in general

There are exanples in other therapeutic
areas where, when a product, for exanple, has first
cone to the nmarket and we have had substantia
concerns about how it would be used where we have
i nposed a very stringent risk managenent plan and then
begun to back down as the data reassured us over tine
that the things that we feared were not comng to pass
and that perhaps nore broad access was appropriate,
provi ded, of course, that there weren't other safety

or effectiveness concerns.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

251

The real tine approaches to these -- you
know, the changing environment that we recognize has
to be taken into account and built into these plans so
that they nake sense for the tines.

DR PORTENOY: So ny |ast comrent on that
is that it would be very helpful, | would think, for
the agency to begin to build into the plans up front
t he kinds of benchmarks that are going to be eval uated
not only from the perspective of is it working to
reduce abuse but mght it also be |oosened in order to
i nprove access for pain patients?

DR, KWEDER: Exactly. Yes, exactly. I
woul d agr ee.

ACTI NG CHAI RVAN KATZ: Dr. Carlisle?

DR CARLI SLE: Well, ny question was
actually pretty much the same thing except with one
addi tional question about that. That is, has there
been any effort to tease out whether it was the -- in
the exanple 3, whether it was the restriction of the
drug or the safeguards that were put in on the patient

end of it that resulted in the absence of abuse?

DR HERTZ: | don't know if I'm free to
discuss information obtained in these periodic
reports. So | think it's a little hard for ne to
answer that question. | don't know how nuch of that
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is proprietary.

DR RAPPAPCRT: No, we can't discuss it,
but we don't -- What we can tell you is we don't have
the information you are asking about. | think that
woul d be interesting to look at, along with the issue
of whether the prograns are restricting drug use.

ACTI NG CHAI RVAN KATZ: Dr. Ashburn?

DR ASHBURN: You nentioned in your
strategy slide the several strategies that the agency
is considering to use to try to balance the potentia
for diversion with allowi ng access of the nedications
for appropriate use.

One of your suggestions was |limting
prescribing to select physicians based on their
training and specialty. At least, that's what | got
fromit, and that's what | was interested in trying to
ask whether or not such a strategy has been consi dered
or whether or not it had been inpl enented.

DR HERTZ: In the risk managenent plan
for this product, any physician is capable of
prescribing the nedication, but what was limted in
this particular plan was the detailing, in an attenpt
not -- an attenpt to nmake sure that, because of the
potential risk of the product, this wasn't sinply

enbraced as an analgesic that would be wdely used
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because of the risks invol ved.

So it wasn't -- It's not that there is any
physician in this country who cannot conceivably
prescribe it, but what we would like to see is that it
is prescribed in a manner consistent wth its
devel opnment and its planned use.

ACTI NG CHAI RVAN KATZ: Dr. Schuster.

DR SCHUSTER: In regard to Dr. Portenoy's
guestion, this is not a new problem For many years
t hose of us who do preclinical abuse liability testing
may have predicted that a conpound has | ess abuse than
is necessary for scheduling. It is schedul ed under
the CSA, and then it is not abused.

Wen we raise the issue "but it's not
bei ng abused,” we are told that that's because it's
schedul ed. I'm not -- The governnment has this
problem | nean, it's just a problem and we can't do
controlled studies with, you know, 25 of the states
having it scheduled and 25 not, unfortunately. But
it's just a general issue.

Wiat | really wanted to ask was this, and
that is: ' m somewhat concerned, and | don't know
whether or not there is good data about this but
perhaps the FDA or other people here have sone

i ndi cati on of this.
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Wen a new product is marketed for an
i ndi cation in which other marketed products have abuse
l[iability, I can tell you that it goes onto the Wb
i medi at el y. There are dozens, if not hundreds, of
Websites that deal with, hey, what's hot in drug abuse
t oday.

| would not be surprised that, regardless
of what this conmpound is, if it is for an indication
in which the vast majority of the nedications that are
available for that indication are abusable, that it's
going to be experinmented with when it is marketed. |
don't know whet her or not how nuch abuse and how | ong
term does that have to be before it sets up a true
signal that this is going to be a | ong term probl em

| don't have an answer to this. |'mjust
posing it as an issue that | think nmust be consi dered.

I can renenber when snoki ng banana skins was the rage

for at least a three to four nonth period, and it died
out. Are there any histories of things that have been
mar ket ed unscheduled for which there is a period of
experinentation and they drop off?

It could be confused if you inpose a risk
managenent plan at that point that it's your risk
managenent plan that is responsible for this.

ACTI NG CHAI RVAN KATZ: Does anybody have
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an answer to that question? Does anybody know? Yes,
Dr. Lei derman?

DR LEI DERVAN: Wll, | don't know the
answer to the question, but 1'd like to nake a couple
of comments nore broadly.

One, | think we have all seen, and | tried
to nmake the point, that scheduling alone has very
little inpact on what actually happens in the real
comuni ty. Most of the drugs that are under
di scussion today that we are seeing data about are
al ready Schedule Il. That's as restrictive as you can
be under the Controll ed Substances Act for a nedically
approved product.

| think what we are trying to do, what Dr.
Hertz is trying to do, is broaden the discussion and
talk about other ways that we as a public health
agency can begin to protect the public health, and
it's not just abuse. | nean, it's other kinds of
m suse, overdosing, accidental overdose of, you know,
potentially very dangerous substances.

Just to sort of balance Dr. Schuster's
point, | think we also need to look at the many
products that have gone out unschedul ed, and we have
had to actually, in fact, experience problens in the

community and then reevaluate and nove things the
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ot her way. In fact, they do nove both directions,
teasing out, in fact, if you actually do change the
behavi or and the experience with that drug in the
community, what's due to the rescheduling act, the
education, natural sort of ebbs and flows in what is
popul ar in drug abuse. Virtually inpossible to tease
out all of these, but | think the case studies are
worth looking at, and | think that's what Dr. Hertz
was really raising

ACTI NG CHAI RVAN KATZ: Gven that we are
already starting to discuss what we are here to
discuss, I'"'mgoing to finally let Dr. Hertz sit down.
t hank you agai n. If you would like to sit down --
and launch into the question that we are speaking
about, which is -- People can find on their page.
That is entitled "Questions to the Conmttee,
Prescription Drug Abuse, January 31."

Just to read the question and continue the
di scussion: In the context of increasing awareness of
the problens of diversion and addiction to
prescription opioids anong patients and nonpatients,
comment on what neasures mght be appropriate to
consider in the developnent of an overall risk
managenent strategy that could reduce abuse and

diversion wthout restricting access to drugs by
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patients in need of treatnent.

So it's to the very issue that we have
just been discussing. Are we going to |lose you at
2:30, Dr. Portenoy? At three? ay, fine.

So why don't we continue the discussion
and maybe focus it a little further on what risk
managenent prograns do people around the table think
woul d be appropriate to consider in this context? Dr.
Max?

DR MAX I have a question for Dr.
Chil coat before we go on. You did this in a press
conference of N DA where they were announci hg some new
progr ans. Can you specul ate? Have they set aside
noney to do opioid prescription drug abuse research?

DR CHI LCOAT: It was a program
announcenent . So it wasn't particular setaside
noni es. The noney wasn't set aside. So it's just a
program of research that's bei ng announced.

DR. MAX: And the scope of that was what?

DR CHI LCQOAT: There's a w de range, |
think, as | recall, of research in ternms of
prescription drug abuse, you know, ranging from sort
of basic laboratory studies to epideniol ogic research,
just basically trying to both draw attention to that

as -- prescription abuse as a potential problem and an
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area that's basically underinvestigated.

DR MAX: And was -- |1'm struck by the
fact that the few studies that people here presented
were the only ones |'ve ever known about to estinate
the incidence, the risk. Is there sonmething we are
m ssi ng? Has N DA been funding prescription drug
abuse research besides what you and the people around
the tabl e presented?

DR CHI LCOAT: W are not funding -- They
are not funding ny research, for prescription drug
abuse anyway. I just have done this on the side,
basi cal | y. " m not sure. Qovi ously, you would want
to talk to soneone from NIDA to know their portfolios
in that area. Mybe sonme ot her people m ght have --

DR MAX: |"ve asked them recently, and
they said the person -- the official said nothing.

DR, CHI LCQAT: There's very little -- |
nean, | --

DR. MAX: He may have not known.

DR CH LCOAT: Yes, and if you |l ook at the
-- Cbviously, in ternms of literature on epi dem ol ogy,
especially epidemologic research in the area of
prescription drug abuse and dependence, it's obviously
quite sparse, and part of it is, you know, the data

avail able are okay but, you know, they are not
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specifically designed with the idea of collecting it
for prescription drug msuse, particularly, and I
t hi nk sone naybe recent studies may have had trouble
getting funded as well. I'"'m not sure in ternms of
getting it through review conmttees as well. | nean,
there's a nunber of levels that --

ACTI NG CHAI RVAN KATZ: In the interest of
time, | want -- Let's make sure that we do our job
today, and I want to nake sure we hit the issue of

what sorts of risk nanagenent --

DR MAX: I'mfinished.
ACTI NG CHAI RVAN KATZ: Next was Dr.
Ashbur n. No? Am | calling you twice again

accidentally? Ch, sorry. Dr. MN chol as.

DR, McNI CHOLAS: | have a question that
|"mgoing to ask Dr. Chilcoat to answer first, but |et
me put it in the greater context.

One of the things that | have been
listening for all day and | have not heard, and I
don't think that we can really discuss risk nmanagenent
plans wi thout thinking about this, is what is the
source of the diversion of these nedications? |Is it

com ng out of doctors' offices? Is it falling off the

back of a truck? 1Is it comng out of -- You know, and
where are -- and the reason | amgoing to address this
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to Dr. Chilcoat is, when the National Househol d

Survey, for instance, |ooks at prescription drug use,
you ask did you use prescription drugs?

Is there any indication on how those
prescription drugs were obtained? Wre they obtained
on the street corner or from the pharmacy through a
prescription?

So I don't think that we can look at this
as the only source of diversion is comng out of
prescriptions being then sold on the street corner
and | think we need data on where the various sources
of diversion are and how we can address those via risk
managenent plans or sonet hing el se.

ACTI NG CHAI RVAN KATZ: Dr. Chilcoat, do
you have an answer for that question?

DR CHI LCOAT: Yes. Basically, the
Nati onal Household Survey doesn't ask specifically
about that. Qoviously, the problem is that these
guestions are nested in a survey that takes over an
hour anyway, and they are doing 50,000 interviews. So
the questions are nore, you know, have you used --
They tal k about -- describe pain relievers, and then
ask about specific use, and the extranedi cal question
lead-in that | presented to begin wth. But to ny

know edge there is no know edge in --
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ACTI NG CHAI RVAN KATZ: M. Davis fromthe

DEA, is there an answer to that question? What
proportion of prescription anal gesics that are abused
come from what sources, patients legitimate prescribed
versus prescription rings versus inports from out of
the country versus Internet ordering versus --7?

MR DAVI S: It would depend upon your
per spective. There mght be nore cases involving
doctor shoppers and prescription drug rings than
actual practitioners diverting controlled substances.

However, one practitioner may divert nmany tines the
nunber of controlled substances, phar maceut i cal
controlled substances, than a street level diverter
nmay.

So in that regard -- So in answer to your
guestion, in that context we don't Kkeep specific
statistics on the nunber of controlled substances
di verted by one source or another.

ACTI NG CHAI RVAN KATZ: Thank you. That's
very hel pful. So it sounds like -- and this is ny
understanding as well -- that there are multiple
sources of diverted drugs. However, at |east the DEA
perspective is that the physician source, be it
legitimate or nonlegitinmate, prescribing remains a

source worthy of risk managenent. Is that a fair
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summary, M. Davis, of that?

| skipped over you, Dr. Roberts, earlier
W had you on the list. Is it still -- Dd you stil
want to speak to the issue of appropriateness of risk
managenent pl anni ng? Pl ease go ahead.

DR ROBERTS: Wll, a couple of thoughts.

I mean, as you look at the distribution system
physi ci ans and other prescribers are sort of the sales
force, as it were, at the retail |[evel. What |'m
hearing is that the nunber of tinmes that the DEA or
other agencies are able to prosecute successfully
actions against those prescribers for inappropriate
prescribing is actually very rare, 79 out of 950,000
prescri bers.

Twenty years in the risk nmanagenent world
has taught ne two things about at |east doctors
behaviors. The first is regression to the nmean, and
the second is inertia.

| f you give doctors data back on what they
are doing and show them to be outliers relative to
their peers, nost of themw |l scranble Iike crazy to
get in the mddle of that curve.

The second thing is, once they get there,
it's dammed hard to nove them out again, because they

tend to sit where they are confortable. So ny piece
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of advice on that is with any risk managenent program

if you can get them where you want them right out of

the gate, that's best. But whenever you get them
where they are, then |eave them al one, because they
will stay there.

So that |eaves then the second sort of
| evel to this, which is, you know, right or wong, the
sal es force has done its job; now what happens?

| think one of the dilemmas that we have
as a people is, you know, we are always going to try
sonmet hing, whether it's snoking banana peels or
licking frogs or, you know, the latest drug du jour
People are going to be scraping Fentanyl off of
pat ches and tryi ng somet hi ng.

You can't have it both ways. | nmean, we
can't say, on the one hand, yep, we expect a certain
| evel of diversionary and addictive behavior and, oh
by the way, M. and Ms. Anerica, you're on your own
once that happens. W've just got to get, | think
nore serious about treating addiction as the disease
that it is.

That neans a fairly conprehensive nationa
strategy that's adequately funded and, to be blunt
about it, we haven't done a very good job, whether you

tal k about the drug czar and the policies we have had
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there which have been primarily f ocused on
interdiction rather than prevention and treatnent, and
even the FDA.

| nean, look at the track record around
OrC adverti sing. It's not left nost of wus as
prescribers exactly sanguine about the ability to
positively inpact patient and public attitudes around
the proper use of nedications. So we've got a long
way to go.

ACTI NG CHAI RVMAN KATZ: Dr. Portenoy?

DR PORTENOY: Wiat kind of frog? It's a
little bit exciting to me to think that the FDA could
influence not only the public health but also the
process of gathering the data we need through risk
managenent prograns that incorporated outcone measures
that were scientifically valid.

| want to understand a little bit better
what the FDA can actually ask industry to do. For
exanple, a part of a risk managenent plan could be
education, but we know that education can be done on
the cheap and be quite limted or it can be done in a
national way using experts and can be extrenely
expensi ve.

W know that outcones collection can be

done in a relatively unsophisticated way using
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avai |l abl e datasets or it can be done in a way that is
very sophisticated involving innovative new data
collection, a way of really drilling down and probing
to answer sone of the questions that have not been
answer ed t oday.

So |l want -- If in fact, the agency woul d
have that kind of authority to work with a conpany and
create a risk managenent plan that incorporated the
outcone data, and one would think that it would then
include in that nodel what would happen with certain
outcones, | think that would be extrenely positive.
But | just want to understand.

| think we all need to understand what the
paraneters are.

DR KWEDER: The answer to your question
is, yes, we can do that. I will say that, you know,
this is a new area for us. You know, 20 years ago, 15
years ago, ten years ago and even in sonme places
today, the nodel had been, you know, FDA's job is to
put a product on the market and then let the world
take it. That has really, really changed.

You Kknow, as public expectations have
i ncreased about our ability to influence risk, we have
had to look at things very differently. W have

several regulatory tools at our disposal, certain
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kinds of approvals that allow us to really work very
closely with conpanies to mandate that they provide us
with netrics that assure us that risks are being
managed for the product appropriately.

Some of the nobst visible exanples of that
are the way that thalidomde is nmarketed -- very, very
tight netrics. W have other exanples of it that
aren't quite so tight, but part of the trick here is
to figure out what the questions are.

Wat are the outcones you are really
interested in? Is the outconme that you want just
physi cians to be educated, for exanple, and how can we
nmeasure that and know that the people who are
prescribing the nmedicine understand its risks. That's
one pi ece.

W also want to influence behavior. So
what are the outcones that measure behavior are things
that we need to think about.

The comment that was made by the gentl eman
to your left was an inportant one. Doi ng that,
i nposi ng these risk nmanagenent plans when the product
is first comng out of the box is, we know from years
of experience and actually studying this, our greatest
opportunity to influence and nanage risks in a

positive way.
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It is extrenely difficult for us to work
with companies to build successful risk mnanagenent
prograns once prescribing patterns are established
W know that from decades of experience, that once
prescribing patterns are established, they are
extrenely resistant to change. W are confortable
where we are.

So sone of our questions today really
speak as much to how do we do it out of the box, and
what are the kinds of things that could be put in
pl ace and the kinds of netrics you would be interested
in, so that we can do that well?

ACTI NG CHAl RVMAN KATZ: Dr. Portenoy?

DR PORTENOY: Yes, please. | think this
is really terrific, but I do want to -- | want to
suggest to you that the clinical community, if I could
be so presunptuous as to speak for the clinica
community, would be totally on board with that.

The concern is always going to be in
several areas. Nunber one, what sort of delays get
built into the drug release process by the need to
have a risk managenent plan? |Is it fair to have a
product that's been studied, everybody in the
community knows it's safe and effective, but then to

have it delayed two years to cone out while that is
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bei ng devel oped - -

The second thing is whether or not the
ri sk managenent plan appears on the surface, at |east,
to be wunduly influenced by politics. That is a
credibility issue. The clinical community gets very
nervous when we think that that happens.

The third is: Is the risk nmanagenent plan
appropriately informed by expert review? So if the
clinical conmmunity gets a feeling that the decisions
are being nmade somewhat capriciously by people who
don't treat patients and don't really know the data or
know the <conplexities of the data, then we get
nervous.

I would think that it woul d  be
extraordinarily positive from both the scientific and
the public health perspective to nove forward on that
kind of initiative, with the provisos being you got to
speed up the process, you got to free it from
politics, and you got to get appropriate expert review
as you nove forward in order to create datasets that
have appropri ate benchmarks.

DR KWEDER | certainly wouldn't argue
with that. |In order to achieve all those objectives,
t hough, the planning and the risk managenent needs to

begin during the developnent phase. The wor st
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situation is to get to the point where all the data on
an application are before the agency, and all of a
sudden say, oh, ny goodness, there's a problem here.

That does happen, because we don't
necessarily see the data until it cones to us. So
that's where the rubber neets the road and it becones
a chal l enge for us.

| think our approach is to do this
i ncreasingly. W have sonme working groups, for
exanpl e, with the pharmaceuti cal i ndustry nore
generally to try and do sone of these sorts of things.

In fact, we will probably be holding a public neeting
in this calendar year to look at this issue nore
broadly, because it is absolutely not unique to this
t herapeuti c area.

ACTI NG CHAI RVAN KATZ: Dr. Portenoy, since
you are on a roll, I'"'mgoing to ask you to continue.
When you first ask your question, it sounded |like you
were starting to frame out the possible conponents of
a post-marketing risk nmanagenent nodel that could be
used to address sone of the inportant issues that we
heard and mentioned earlier.

| wonder if you could just continue to
el aborate on what the elenents of that nodel m ght

consist of, what it would focus on, how it mght

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

270

address your benchmarking behavioral neasures, that
sort of -- those issues.

DR PORTENOY: It seens to ne that so nuch
of this kind of prelimnary work has been al ready done
in the presentations we just heard, in the sense that
if it's a pure nu agonist drug, if it's going to be
schedul ed under Schedule 11, then it's clear that the
pl anning has to be done early on, and it has to be
part of the discussions that happen between the agency
and industry right off the bat.

If it's an issue of a delivery systemt hat
could potentially be msused, it sounds like there are
going to be issues related to physician education,
patient education, and narketing. Those can be
addressed along the way in order to have a reasonabl e
plan that would be informed by expert review sort of
di vorced fromthe politics of the situation

Then | think this issue of data collection
and mandating within the appropriate understandi ng of
cost, but nandating sone additional creative data
collection, sone of these prospective, systenmatic
surveys where we are |looking at outcones related to
chem cal dependency as well as outcomes related to
anal gesia and side effects and outconmes related to

functional -- physical and psychosocial functioning.
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That kind of stuff can be done, | think,

and really augnment some of the avail able datasets and
begin to answer the question which has two sides, the
first side being have we prevented nore prescription
drug abuse, which we all think is inportant, but the
ot her side which hasn't had the spotlight shone on it
yet is does risk managenent -- does this intensive
focus on the drug abuse possibility actually limt
access to appropriate patients because of physicians'
reluctance to prescribe things that | ook so dangerous
that they have this kind of plan attached to then®

You have to be able to show both, | think,
with data over tinme, and then be willing to rel ease or
reverse sonme of the stringent requirenents of a risk
managenent plan if it |ooks |ike you are doing harmto
pati ents who have | egitimte needs.

ACTI NG CHAI RVAN KATZ: At the risk of
allowing a small nunber of people to dominate the
conversation, that was very helpful, and I'"m going to
ask you to push it even further now and give us a
sense for what specific sorts of elements you think
would help neet the goals that you just achieve in
terns of how precisely it m ght be done.

O course, it's premature, and there are

many pros and cons. Many people need to be invol ved
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in the discussion, but let's begin the discussion, if
you don't mnd, by laying out at least a possibility
for how specifically such a program could acconplish
its goals.

DR PORTENOY: Wll, 1'll only nake one
comment, and then | really will stop

A very provocative area nowadays i s how do
you educate physicians to change practice? |'ve been
| ecturing to physicians for a long tinme, and over the
years have gotten less inclined to do it because no
one ever listens to nme, and it's just |ike going --

So | would be very interested, for
exanple, in creating outcones assessnent work that
would allow us to evaluate quality inprovenent
met hodol ogi es and nore sophisticated adult educati onal
nmet hodol ogi es, including Internet based methodol ogies
as a way of changing knowl edge and skills; because we
are tal king about skills building here in physicians.

W are not just talking about know edge, and the

lowest end is really nothing. A CVE -- filling out a
CME docunent to get your Category | credit neans
not hi ng.

So we're tal ki ng about outconmes assessnent
that's a little bit nore sophisticated from the

physi ci an educati on perspective. Then we are talking
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about prospective systematic surveys that have a | arge
enough nunber of patients so that you can begin to
| ook at primary outcones, and then do nore
sophisticated nmultivariate anal yses after, so that we
can begin to look at the predictors of negative
out cones; because ultimately it may cone to a risk
managenent program that's focused on specific patient
popul ati ons who are at high risk to devel op aberrant
behavi ors.

Until we do those prospective surveys and
collect the data on conorbidities and psychiatric --
ot her psychiatric and substance abuse covariates, you
are never going to be able to get that kind of data.

So in addition to looking at the large
datasets |i ke ARCOS and DAWN and all of those, | would
think, for exanple, a risk nanagenent program could
actually tap into conmunity based prescribers around
the country and, in the same sort of nethodol ogy that
we' ve been doing for 25 years, do prospective surveys
of patients who get exposed to the drug, |ooking at
this range of outcones in order to answer the
guestion, what actually happens to patients who get

exposed to the drug.

ACTI NG CHAI RVAN KATZ: It sounds like a
patient registry of sone type. kay, |I'd like to
SAG CORP
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focus coments specifically on the nuts and bolts of
our risk managenent plans. W have a whole order of
folks which I will try to follow as well as | can.
Dr. Reidenburg, in fact, you were next.

DR, REI DENBURG Yes. On this point and
| ooking at the first two questions on the current
preval ence of addiction or nonitoring addiction, in
this patient population |I think we would be far better
of f | ooking at observational data or behaviors rather
than trying to cone up to the conclusion of addiction.

For exanple, when | look at the officia
definition of addiction, one behavior is conpulsive
use. | see lots of patients given short acting
opiates that last two to three hours on an every four
hour schedul e havi ng exceptional |y compul sive use.

Simlarly, continued use despite harm |

will see patients who, after an active day followed by
a rainy day like this, they will take opiates to get
relief and have what | call side effects that in the

presence of a healthy adult recreational user would be
call ed harm

So |I think that it would be far nore
hel pful in this context of |ooking at patients getting
the drug to treat pain in practice to define very

speci fic behaviors or observations that we say in this
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context is undesirable rather than letting sonmebody
make up what they think is addiction using this
official definition in places that, in my opinion, is
inapplicable to the kinds of issues that we want to
addr ess.

ACTI NG CHAI RVAN KATZ: So what vyou're
saying then is that, of all the elenents that Dr.
Portenoy just outlined he feels would be inportant in
a risk nmanagenent program to track, from making sure
that we are not excessively limting access of
nmedi cation to patients who need it, from tracking
positive outcones |ike efficacy and inprovenent in
quality of |Iife, etcetera, also the variety of
negative outcomes we're interested in, one of which is
addiction -- you're speaking about that specific issue
of how one would neasure addiction in the context of
that type of program

What you are suggesting is that it has to
be concrete and doable and not overly fanciful or
concept ual

DR REI DENBURG And relevant to these
ki nds of patients.

ACTI NG CHAI RVAN KATZ: And relevant to
these patients, right. Any other coments on the

issue of how one would neasure addiction in the
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setting of this type of neasurenent program since
that's what we are tal king about right now?

Now we do have an order that | will follow
as long as people's comments are relevant to the issue
at hand, and Dr. Anthony, you were actually next on
the list. Is this an issue that you would care to
comment on?

DR ANTHONY: Sure. Let ne log just for a
nonent, though, so that you will get it back on the
agenda, the issue of conparison of different risk
managenent plans under experinmental or nonexperi nment al
conditions. So that will be for the future.

Wth respect to measuring, the National
Househol d Survey on Drug Abuse now has a sanple of
nore than 70,000 people a year, and probably will grow
a little bit nore over the next several years. They
are asking seven itenms on features of dependence,
whi ch could be asked routinely in a clinical setting.
Not very difficult to ask those questions.

In fact, the nethodology is one which can
be standardized so that the method in the clinic is
essentially the sane as in the field. Put on the
headset, listen to the questions, see them on the
comput er screen, and respond to the conputer screen.

| don't know that | believe conpletely the
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validity of the neasurenent of dependence in that
cont ext, but having a fidelity and a cross-
col l aboration between the clinical setting and the
epidemologic field setting wuld be imensely
valuable and would allow you to reference whatever
findings you had in your clinic to that accunul ating
pool of non-patients who are being seen out in the
comuni ty. So that would be one approach to
nmeasurenent that | would Iike to reconmend.
ACTI NG CHAI RVAN KATZ: That's a very
i mportant point. Any other comments with respect to
the issue of how one would neasure addiction in a
context of such a risk managenent progran? Dr. Max?
DR. MAX: | heard the speaker say, for one
thing, we are not sure what works in risk managenent.
As soneone said, it's a shame we can't random ze the
50 states, because we are the Federal governnment. But
actually, as you suggest, we could if it were one
conpany doing it, build sone beautiful controlled
interventions, |ike one behavior: Peopl e have said
that Kentucky has electronic neasurenment of which
patients are going to nultiple pharmacies, which I
would bet would be a reasonable subset of all the
different diversion classes the DEA nentioned to us.

So | think it would be quite easy to go
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i nto Kentucky and random ze counties if one particul ar
conpany was doi ng one |evel of risk nmanagenment in sone
counties and one in another and |ook at the use of
mul ti pl e pharnmaci es as one of the outcones.

ACTI NG CHAI RVAN KATZ: There are actually
-- | think the nunber is now 17 states with electronic
prescription nonitoring prograns that can be used
potentially on that level. M experience with themis
that they are quite happy to collaborate in these
sorts of projects. W are working with Massachusetts
ri ght now.

Any ot her conments on the issue of how one
would neasure addiction in a context of a risk
managenent progran? M. Bloom you actually were next
anyway.

MR. BLOOM  Thank you. Yes. Actually, I
would like to agree with the doctor. Certainly, being
a person that is nedically dependent on the opioids
for nine years now, and gone through the whol e gamut
of being wundertreated to finally being properly
treated, | think that, you know, |ooking at the
patients and |ooking at the pain clinics and seeing
what pain clinics work and what things that they are
doing currently now to nanage the patients properly

and what procedures they are using would Dbe
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extraordinarily hel pful.

| know the pain clinic that ny partner and
| both go to at GWwould be certainly -- you know, be
able to provide a wealth of information on how they
control the managenent of pain. | found Dr. Passik's
presentation to be quite conpelling.

One of the questions that | had for him--
|, unfortunately, didn't get to ask the question, but
like in the pain clinic that I'm in now that
reduction down to 5.3, while significant, would be
consi dered inadequate pain relief at the pain clinic
that 1'm on, because on the scale of one to ten, the
goal at the pain clinic is to get down to a 2 to 3.

It's by having a Dbaseline therapy,
i ncluding another treatnment for breakthrough pain. |
think, if we can do that kind of surveying of existing
pain centers now and using the 17 states with sone
prescription history, we could probably collect sone
data |like we have done with AIDS where we have done
some prospective |ooking back data to get sone
i nformati on about this.

The one problem | have is | am very
unconfortable with the question that says the agency
is aware of the growi ng problem of abuse, m suse. I

think it's much better to say the agency is aware of
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the growing perception of the problem of abuse and
m suse

Wen we are saying we don't have enough
data to say that statenment, and the next question is:

Di scuss the adequacy of the available data -- it's a

little disconnect between the first thing and the
second t hi ng.

ACTI NG CHAI RVAN KATZ: So, certainly, one
t ake- honme nessage from your comments is that any sort
of risk managenment woul d appropriately be informed by
people who already are doing that very type of risk
managenent in the context of their own practices,
which gets back to Dr. Portenoy's reconmendation on
begi nning and ongoing expert review by individuals
fromthe clinical comunity.

Now we are losing you at three, Dr.

Portenoy. W're losing you, too, at -- Sorry? 3:307?
Have you for a little while. Well, it's a mnute or
two of three. | want to try to enphasize folks who

are |l eaving shortly and maki ng sure we have thoroughly
pi cked over their brains before they go.

Dd you have any final comments in the
| ast few m nutes before you go?

DR, PORTENOY: The only comrent | would

make about the netric to evaluate addiction in
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patients is the obvious one, and that is that we
really don't know for sure -- at least, |I'm not
convi nced that the standardi zed interview approach to
categorizing patients as having addictive disorder or
not havi ng addictive disorder applies across the board
to all pain patients receiving opioids for legitinmate
pai n probl ens.

Because we don't know that, the studies
have to be done that validate those sorts of
interviews by also conparing them to other Kkinds of
pati ent behaviors of the type that Steve Passi k put on
t he screen.

| f the agency could have a positive effect
by actually mandating in an appropriate situation that
kind of conparative data to be done at the sane tine,
it wuld be a very wuseful approach for perhaps
validating a netric that would be wuseful in the
future, and also answering this question that's been
out there a long tine. How do you define addiction
when peopl e have chroni c pain?

ACTI NG CHAI RVAN KATZ: Actually, I'd like
to -- Dr. Hertz, go ahead.

DR HERTZ: Thank you. | just want us to
clarify one point. W definitely have tools that

provide wus the ability to nmandate these risk
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managenent plans in certain circunstances for a |arge
nunber of our products that we are dealing with here
t oday.

W are not going to be putting the product
and the risk managenent in a mandated position. It
woul d be sonething that would be very extensive and
not necessarily a practical thing to do.

So when we perceive a significant public
health situation risk and need, we are wlling to
utilize the tools available in terns of mandating, but
what we really need is the cooperation of industry and
the cooperation of investigators to help conpel the
use of these studies and the resources available to
hel p us inplenent these risk managenent plans in a
prospective manner, to collect data when available, to
start collecting data during the studies.

You know, we would have a lot nore to
informwhat to put in the risk managenent plan if we
could start collecting this data early in the process,
and that's when the investigators, and a |lot of folks
here are investigators -- that's when you have your
hands on all this great material, your subjects, you
know, t he hundr eds and hundr eds of peopl e
participating in the trials, that we can use to sort

of begin as alnost piloting sone of this collection of
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data and ultimately inform for the risk nanagenent
pl ans.

ACTI NG CHAI RVAN KATZ: Il would like to
introduce -- to inject one issue now into the
conversation before we |ose Doctors Portenoy and
Passi k conpletely, which is that, if one is nonitoring
for addiction or other simlar outcones in the post-
marketing or clinical setting, is patient self-report
with or without the physician reporting sufficient to
identify these syndrones that we are concerned about,
addition, etcetera, or do we need to do a proper job
of this external sources of information as well, such
as the electronic prescription nonitoring data such as
urine toxicology screens, such as spousal reporting,
that sort of thing?

There certainly have been a nunber of
studies done in the pain nanagenent literature that
begin to look at -- scratch the surface of the issue
of the validity of self-report in that popul ation.
There have actually been four studies done, and
wi thout going into the details unless anybody wants,
all four of them suggest that patient self-report of
nmedi cation use in the chronic pain setting is not
terribly useful or gives only a very small part of the

pi cture.
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So | would ask the Conmttee to conment on
whet her they feel it would be appropriate to rely on a
nmeasure such as self-report, which at | east
prelimnarily does not seemto be terribly useful.

Dr. Foley?

DR FOLEY: | think I"mhaving a |ot of --
"1l respond to your question, but it's in the
framework of my concern about trying to answer this
guest i on.

For a patient to be identified as an
addi ct has consequences that are very, very different
than m suse of other drugs, because it then sort of
noves into this sort of potential for crimna
activity and, if they are identified as an addict,
then physicians cannot treat them w th opioids.
There's a whole variety of rules that follow from
t hat .

So just this termnology is problemtic.
| would rather use a language that we are trying to
prevent diversion and -- prevent drug diversion into
another group of individuals that mght be using it
who shoul d not be using it.

So this | anguage of addiction, | think, we
should just like stop wth. | think we should talk

about crimnal activities related to the use of this
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drug, because that's what we really are tal ki ng about.
That's all we can easily identify, and that gets at
your point, that the pattern of that individual wll
be sonmeone who s using a variety of illega
substances, who has a urine toxicology filled wth
t hese ot her substances.

Those kinds of identifications would be a
better way, if we talk about this. And | think the
ri sk managenent issues that we have to address here
are very different than they are wth other drugs,
because of the social and the |egal consequences of
someone usi ng these drugs.

It's a very, very different perspective
Then it places physicians in the part of being
policenen along with something else. | think that
isn't comng into this discussion.

So I think that there are clearly a need
for risk managenent plans that should be identified,
but I want to hear a way that we talk about this as a
nmedi cal issue and not as either a political or as a
crimnal activity.

ACTI NG CHAI RVAN KATZ: Thank you. Let's
try to -- Dr. MNcholas, you were on deck for a
whi | e.

DR, McNI CHOLAS: Ckay. Actual ly, 1 want
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to second several things that Dr. Foley just said.
First of all, if a patient has a legitimte pain need,
whet her they have a history of substance abuse or not,
the legitimate pain need needs to be addressed, and to
say that their use of opiates in that context is
addi ction is neaningl ess.

You need to nmanage the patient, and |
think that Dr. Passik's data on a patient in a
recovery program with the appropriate support doesn't
m suse their nedication anynore than anybody el se does
is exactly the point that we need to do here.

The other thing -- and | want to second
what Dr. Foley just said. That is we are not talking
about patients necessarily msusing their medication.

W are talking about diversion to a nonpatient
popul ation, and that's where | think that when we are
| ooki ng at using the databases, etcetera -- and com ng
back to your question, first of all -- self-report is
going to be neaningless, because, first of all,
patients don't know what you're asking them

If you ask themif they are an addict and
they think that physical dependence is addiction, they
are going to say yes and be wong. And if they know
that they are an addict, they are going to say no and

be w ong. So | think that self-report is -- The
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peopl e who say yes are the ones who don't understand
t he questi on.

So | think that asking for self-report

anong the patient population is neaningless, frankly.

But | think that there are a couple of points that we
want to |look at when we are |ooking at diversion to a
nonpati ent popul ation, and that's where we are | ooking
at databases and that sort of thing.

There are sone things that we need to | ook
at, one of which Dr. Schuster brought up earlier.
That is: | treat substance abuse. |If there's a new
kid on the block, ny patients are going to try it. So
| think that, when we are |ooking at risk nanagenent
proposals, we need to build in the ability to see
whet her or not we are going to have an experinentation
phase, because chances are you're going to see a blip.

Now whet her the blip continues going up
whether the blip is a blip is really what the risk
managenent program needs to take a look at. W had a
nmedi cation that cane on the market several years ago,
and there was a definite blip, and then patients who
were real drug addicts when they used it, and you went
and asked them whether they would use again, it's ah,
| didn't get anything fromit.

It came right back down to baseline,
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basically, after about a year. But you have to build
into the risk managenent program the known
experinentation that s going to occur wth a
subpopul ati on of people when there is sonething out
there that says it acts like an opiate. Vell, ny

patients are going to try it.

ACTI NG CHAI RVAN KATZ: Very inportant
poi nt .

DR.  McNI CHOLAS: The other thing that |
think we need to ook at is the denom nator. If you

wite a mllion-two prescriptions for a nedication and
you have ten instances of abuse, is that a significant
i nci dence of abuse?

So | think that we need to | ook at what is
the appropriate denom nator when we are |ooking at

t hese dat abases and i nstances of abuse and diversion,

and what are the appropriate conparisons. Is the
appropriate conparison drug fentanyl? Is the
appropriate conparison drug norphine? Is the

appropri ate conparison drug codei ne?

If you have no nore instances of abuse
once you are past the blip than you do with codei ne or
with norphine or anything else, do you need to
continue with this kind of nonitoring, and is it

anynore of a risk to the public health than other
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drugs that are out there and being used appropriately
for the benefit of our patients.

ACTI NG CHAI RVAN KATZ: Very hel pful
Thanks. Actually, Dr. Holnboe is next, followed by
Dr. Ashburn and Dr. Max.

DR HOLMBCE: I'd like to nor e
specifically address the issues of abuse and m suse
and not as nuch diversion at the current tine,
particularly in regard to the risk managenent program

Several issues | would raise. The first
is | think that there are a nunber of guidelines that
are out there. One of the things, | think, the drug
conpani es could do, and FDA could help assist, would
be, one, to try to bring those into sonme degree of
consensus.

More inportantly, | think we need to
operationalize those guidelines. So learning fromthe
health services research world. W need to get those
into the trenches that are nore usable form

W have sone |essons that we can |earn
fromthe inpatient setting in things such as critica
or clinical pathways, standard disorders, algorithns,
etcetera. Although they have net with m xed results,
we don't have a lot of data in the outpatient setting.

I think that's one thing that has been shown to help
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operationalize those sorts of guidelines.

Rem nders have been shown to be effective,
and again | refer people to the Cochran Coll aboration
systemati c database to |look at these health source
interventions as a source to help guide work in this
ar ea.

The second thing I would point out, that
when we think about education and comunication, it's
going to occur at multiple levels, which really adds
to the conplexity. You have the FDA and governnent
that has to go directly to the public. Also it has to
go to the Mbs, has to go to the conpany.

The conpany has to go to the patients, has
to go to the MDs. The MD then has to talk to the
patient. The pharmacist has to talk to the patient.
So | think there are multiple layers of conplexity
here that one needs to take into considerati on when we
deci de educational approaches, particularly when we
are tal ki ng about educating patients, who | think have
been left out of this discussion somewhat with regard
to how do we best access themin an educational point
of view to make them skillful in taking their own
medi cati ons safely.

One way to do this would be to consider

the use of a Medigui de, which has been used by the FDA
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for other drugs. That nay be appropriate for certain
narcotic formulations, and I would recommend to | ook
into that.

The last that | would bring up nmay be nore
controversial, but | would consider that perhaps --
and I'mnot sure this is the right class of drugs, but
we need to do nore what |'d call conpetence based
prescri bi ng.

Al though the FDA has been successful in
restricting the use of certain drugs by restricting
the detailing and distribution, we have to | ook at the
other side of the coin. W've talked a |ot about
being able to educate physicians to use these drugs
appropriately.

What we haven't tal ked about is how do we

ensure that they are conpetent to prescribe these

nmedi cations safely and appropriately. | think we need
to look at that nore closely. | think there may be
drugs that | think should require a certain |evel of

denonstration of conpetence to use these drugs, and as
Dr. Portenoy tal ked about, Wb-based training has been
used in other settings and it has been shown to be
successful. 1've done a nunber of themnyself for the
US Navy in the past. So | think that's a nodel to

| ook at.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

292
| think, finally, for patients | think we

al so would recomrend |ooking at the shared decision
maki ng prograns that have been used successfully in
other conditions such as cancer, prostate cancer
screening, for example, by Mchael Barry up at
Har var d.

So those are sone of the recomendations |
woul d have to consider for a risk managenent program

ACTI NG CHAI RVAN KATZ: Thanks. It may be
of interest that after the JCAHO recommendati ons came
out, which required that all hospitals denonstrate
that all of their health care providers are conpetent
to manage pain, we actually produced a Wb-based
educational program on pain nanagenent specifically
with that in mnd with the institution being the
client such that they could use that to help nake sure
that all of their physicians were conpetent.

That actually just got |aunched a few
nonths ago, and it's been widely subscribed to by a
nunber of institutions.

Dr. Ashburn, you were next.

DR, ASHBURN: I"m going to be | ooking at
Steve and Dr. Foley for a few m nutes for gui dance.
just wanted to start froma little bit higher altitude

to try to get nmy hands around this, and then guide ny
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coment s.

First of all, it sounds to ne like we do
not currently have good grasp on what brands of
opioids are currently being diverted, prescribed
opi oi ds. In other words, on the oxycodone issue we
really don't know what the preval ence of diversion is
and in what flavors they cone. Wuld you tend to
agree with that?

We know that some are being diverted, sone
are not, but we know that oxycodone in general seens
to be increasing in interest, by the data we got this
norni ng, but there are no data avail able to show where
t he oxycodone is comng from

In addition, it strikes nme that we don't
know the source of that nedication. Even as
inmportantly, we don't know whether it's comng from
the large theft of Oxycontin in Mexico that occurred,
100, 000 or 200,000 pills that were stolen, or whether
it's really coming from physicians and from peopl e who
are doctor shopping. Wat is the incidence of
problens with regard to the area?

That brings nme to the area of: Wen you
| ook at a risk nmanagenent plan, what is your goal? 1Is
your goal to try to avoid diversion for illegal or

illicit use or is your goal for a risk managenent pl an
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to not have patients have harm or both; because if
you are |looking at thalidomde, the goal is to try to
make sure the drug is admnistered correctly so
patients don't die and the wong patients don't get
it, so the patients don't have birth effects.

If you don't look at the goals -- because
nmy concern is that we are mxing the risk of diversion
of the drug for illicit use with the concern that
patients nmay not be using it appropriately, which nost
of us would argue underuse is the biggest problemwth
opioid prescribing, with the risk of the societal
concern about addiction, and we don't even know
whet her or not prescribed drugs com ng from physici ans
is going to be a source of sustaining addictive
behavi ors.

Wth regard to education on that area,
t hat gui des how you educate. | mean, | get really
nervous when we talk about conpetence  based
prescribing, only because it's ny opinion that NSAIDs
are probably nmuch nore dangerous of a drug than
opioids with regard to abnormal prescribing patterns,
and | doubt seriously whether, politically or
ot herwi se, people would agree that we need to have
conmpetence based education for a prescription of

i buprofen, even though | wuld argue that it's
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probably nore inportant to teach people how to
prescribe NSAIDs correctly.

So wapping it up, lastly I just wanted to
mention, when you talk about a nonitoring program
listed with a risk nanagenent program ny concerns are
that we are -- this comunity is tending to conbine
again, like we talked about yesterday, real society
needs that for prospective observational studies to
get a handl e around these issues which really ought to
be investigator generated, NIH grant supported stuff,
as opposed to things that we ought to expect
phar maceuti cal conpanies to do.

| guess -- | just want to share that
concern. W really need to know about addiction. W
need to know about these things, but how nmuch is
appropriate with regard to nonitoring for safe use
and how much is nonitoring for diversion? I just
wanted to express that.

ACTI NG CHAI RVAN KATZ: Pl ease.

DR LEIDERVAN: | just wanted to nake one
conment . I'm really glad you finished up by
mentioning safety, because | think we've noved a

l[ittle bit too far into the sort of crimnal or
"diversion" arena and need to place this squarely back

in the safety realm And if we even go back to sone
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of the cases that -- the exanples that Dr. Hertz

described, many of the signals that began the
reassessment of the drugs' proper use were, in fact,
deat h.

Let's talk about that, not being sold on
the street and DEA coming to us and saying, you know,
gee, we are really concerned about this street
probl em W are talking about initially a patient
becom ng dependent and overusing and dying or a child
and a famly that contained a patient who was
legitimate prescribed it dying.

So let's kind of bring that back to the
medi cal ri sks. | just want to clarify. There is
certainly lots of different interpretations and

definitions of the terns abuse and addiction and the

way DSM Il or IV or another community nmay use these
terns. It's going to vary enornously.
I'd like to conme back to -- | think we can

all agree on abuse or msuse, and one of our big
concerns, of course, is the individual who experinents
with -- Again, potentially these are very potent drugs
-- for the first time in the wong setting, and dies
or suffers serious sequel ae.

So let's conme back, | think, to that

public health franmeworKk.
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ACTI NG CHAI RVAN KATZ: M tchel | ?

DR MAX: | agree with Mke's point, that
| see two different types of studies. One is the
unit, is the patient evaluation. That's a long term
say one year evaluation of individual patients of a
particul ar diagnostic group, evaluating their benefits
and risks, including behavioral effects of the
opi oi ds.

The second, a different type of program
is this kind of risk nmanagenent where we are really
| ooking for fiascos, you know, at the level that you

could pick up with the electronic record.

The one thing I want to add on that is
that -- Dr. Levy is gone, but | think the state board
people -- they are so inpressive in what they have

given us. They could be sone of the people to define
t he endpoint, because they are so conmtted to taking
what ever we |earn fromthat and working with it.

So that should be that -- That could be
that risk nanagenent experinent |ooking for gross
di versi on fiascos.

The third point is | guess | agree wth
you, Mke, that in the ideal world NIH should fund a
ot of these long termissues, but let's face reality.

Wth Oxycontin screening on every news page, N DA
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doesn't even devote a penny to set aside for this
research we need.

So | think it's going to take so long. |
think, at this point FDA has the authority to get
conpanies to start funding sone of the research and,
if NNH wants to cone along and chip in, great. But I
woul dn't hol d ny breath.

ACTI NG CHAI RVAN  KATZ: Dr. MLeskey,
fortuitously it happens to be your turn to speak.

DR MLESKEY: Vell, | wanted to respond
specifically to a comment Dr. Hertz nade when she
stated that she was seeking the cooperation of
i ndustry. And although | am enployed by only one
menber of those industry -- of the nmenbers of those
industry, | think I can speak for all of the industry
in saying that we do want to cooperate.

W are interested in advancing health care
and, if what you are describing is a conponent of
that, we want to participate in that wth governnent
agencies and potentially with individual practitioners
and so forth as the science is advanci ng.

On the other hand, | like the way the
di scussion is going, and | want us not to |ose
perspective of the thing again that M ke Ashburn said

just a nonment ago, that underserving our patient
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popul ation or wunderprescribing is probably even a
greater risk. W want to keep that forenobst in our
m nds.

Al so, you nentioned the issue of addiction
and abuse being considered a safety issue. | think we
all would perceive that as new know edge, grow ng
know edge. It's like the QI-interval phenonenon where
we didn't look for that years ago. W didn't know
that was a safety issue. Well, now we do, and we test
for it.

If we as a consensus group cone to the
conclusion that these kinds of issues really are
safety issues and need to be |ooked for, then so be
it, and we potentially should be |ooking for them
But on the other hand, again | just want to offer sone
caution, sonme caveat.

Dr. Portenoy before he left nentioned the
fact that how can we keep politics out of this. Could
we enpl oy sone kind of expert review so that whatever
it is that we are looking for is a consensus agreenent
that sonmething is valuable that we are | ooking for

Then finally, can we -- \Watever it is we
are looking for, can we make it |ess cunbersone or
cunbersone to a degree or to a mninal degree so that

investigators aren't inhibited in the performance of
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these various studies, and clinicians who eventually
prescribe the nedications aren't overly inhibited, and
the manufacturers aren't put in a box and eventually
patient use of the product also is not so limted that
we |ose perspective of our first and forenost
chal  enge here, which I think is to make sure that our
patients are receiving adequate quantities of whatever
t he medi cati ons happen to be.

ACTI NG CHAI RVAN KATZ: To follow up on
that point, Dr. MLeskey, since we are talking about
things that will cost industry noney potentially, |
wonder whether it would help increase attractiveness
on the part of industry to participate in these
ventures if the program while it was simultaneously
potentially identifying harm was also at the sane
time i dentifying ar eas of undertreat nment or
underutilization of medications? Wat's your reaction
to that possibility?

DR. MLESKEY: Well, it sounds good. | f
you could be a little nore specific, that would be
hel pful .

ACTI NG CHAI RVAN KATZ: | can't, but I'm
open for anyone else to be nore specific. Well, let's
see, who is next? Actually, Dr. Schuster, you were

next on the batting order.
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DR SCHUSTER: Well, first of all, I'm

glad that we are attenpting to distinguish between
what |'ve terned iatrogenic dependence and diversion
into a drug wusing subculture, because the risk
managenent strategies that one would use for these two
are, in ny opinion, very, very different.

| think that -- To nove back, | think that
there is no question of the fact that we have to begin
with insisting that pharmaceutical conpanies provide
educational materials both to the patients and to the
physicians who are going to be prescribing any
narcotic analgesic that has the potential for
over dosage deat h.

| think that we need to think about what
we routinely do in methadone nmaintenance clinics, and
that is with patients who have take-honme privileges,
we do in fact ask them to secure them in a |ocked
place in their honme so that children cannot get them
and overdose and di e.

| think that these are reasonabl e things
to do, and | think that it's a given that these should
be done. | don't think they place any great
encunbrance upon anyone, and they certainly can help
to both sensitize the physician to the dangers and the

patient to the dangers that these nedications present
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to others in their famly.

I'"d Iike to nove, though, slightly to the
issue of how we can best detect diversion into the
drug using subculture as an area, and suggest that one
of the things that we need to have -- and | hesitate
here, because sone of ny pharmaceutical conpany
friends may not like this. That is that we need to be
able to detect new products in the urine of people.

Havi ng a drug detection systemwould all ow
us, for exanple, in drug use treatnent prograns around
the country with new patients that are comng in to
determ ne whether or not this is -- whether we are
picking this up in these substance abusers.

I know that in one post-marketing
surveillance program this was done in professionals
who were being nonitored, and as a consequence, if it
were detected in their urine, they would be advised
that sonmething that shouldn't be there was there, and
it rapidly disappeared.

So the bottomline is that having a neans
of detecting this in bodily fluids and asking the
phar maceuti cal conpanies to provide this mght not be
a bad idea for us to be able to nonitor whether or not
this is being abused.

| would also say that those of us who run
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detox units are in a unique position. W' ve | ust
finished a study in which we have |ooked over the
records of about 750 detoxes for opiate dependence,
and about 27 percent of them are for narketed opiate

anal gesi cs.

Well, we didn't ask the question, where
did you get these? | would say that now, you know,
|"m sensitized. W are going to now -- In all of our

intake forns, we are going to be asking the question
were you prescribed these nedications, etcetera?

So there's a great deal of data that could
be derived if we were to get a systemthat's sort of
like DAWN but wutilizing a representative sanple of
det ox prograns around the country that could | ook for
the presence of these substances in urine and, as
well, for those patients who report these as a
subst ance abuse problem |[|earning about the neans by
whi ch they obtai ned these drugs.

ACTI NG CHAI RVAN KATZ: Yes. V' ve al so
found it very profitable to speak frequently w th our
detox centers to find out the other side of what we
are doi ng.

Dr. Anthony, you are next.

DR, ANTHONY: Thank vyou. Just three

poi nts on the issue of self-report. This is sonething
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that | struggle with all the tine, and I'd like to --

|"m not sanguine about ny ability to change fixed
beliefs about anything in a short intervention, but
denial seens to ne to be a state rather than a trait.

Part of our problem is determning the
condi ti ons t hat wil | i nfl uence accur acy and
conpl eteness in the reporting of clinical features of
the syndrones of interest and to account for both
false alarns and fal sely negative cl ai ns.

So the conditions under which the Nationa
Househol d Survey on Drug Abuse gathers its data are
ones that are relatively optinmal for conpleteness of
reporting. For exanple, people of ny age, 80 percent
of them wll report that they have wused drugs
illegally in that context.

It doesn't seem to nme terribly plausible
that 100 percent of people ny age use drugs illegally,
and the value has to be somewhere close to 80 percent,
given what we grew up through. So there are
condi tions under which self-reports can be nade to be
accurate, and certainly there are conditions under
whi ch they cannot be.

| think this may be sonmething that, when
we are talking about post-marketing surveillance, we

will have to include self-report neasures in alnost
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all of the large sanple studies that we do. So rather
than discounting them | would rather approach the
probl em as ones of optimzing the use of self-report
nmeasure and then accounting for false alarns and
fal sely negative reports.

On the topic of |anguage required to talk
about the problens that we are discussing, | created
and direct a programthat tries to encourage famlies
to get people into treatnment as early as possible,
once they start developing problens. | find that the
| anguage of m suse and abuse and addiction is not only
unhel pful but counterproductive in that context.

A public health approach really denmands
that we are very careful about the |anguage that we
use. "Ri sky sex" has been sonmething that's been
rat her successful in the public health initiatives
about H'V and AIDS and sexually transmtted diseases
of earlier eras, and it nmay be useful to talk about
risky drug use or -- You can conme up wth whatever
terns you would |ike, but paying attention to what you
are trying to do with the patient and trying to get
themto cone in earlier and identify problens earlier
-- paying attention to Jlanguage is crucially
i mportant.

| would argue that the terns addiction,

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

306

m suse and abuse are absolutely uninportant and
count erproductive in a public health approach.

The third issue is this one about the
strategies for -- the earlier one that | |ogged on the
agenda, and you nmay want ne to postpone that until
later. | can deal with it now, if not.

ACTI NG CHAI RMAN KATZ: o ahead.

DR, ANTHONY: Ckay. M/ col | eague on the
left here, Dr. Schuster, and | think first nmet one
another at an FDA hearing like this one in about 1978
when | came in and suggested to the Drug Abuse
Advi sory Conmittee -- | was a wet-behind-the-ears
assi stant professor, and | suggested to the Drug Abuse
Advisory Committee that in order to evaluate their
current regul atory appr oaches to controll ed
subst ances, they woul d have to design nethods of doing
random zed experinments and that, wthout random zed
experinents either at the city level or at the state
| evel, they would not be able to answer the questions
they wanted to answer about the effects of scheduling
drugs in one |evel or another.

"1l repeat that recomrendati on again sone
20 years later and say that we actually do with your
17 states that have electronic reporting systens, the

21 states that are covered -- |I'm sorry, the 21
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nmetropolitan areas covered by DAWN -- the increasing
cooperative environnent between the Federal regulators
and the state boards of pharnmacy and nedi ci ne, we have
opportunities to do experinentation on a I|imted
scale, at least early in the introduction of products,
on different fornms of risk managenent strategies.

I would hope we wouldn't di scount
experinentation as an approach to |earning nore about
what we should or should not do, in order to speed the
availability of safe and efficacious products to the
patients.

The other side of this is, if it isreally
true that experinentation is not possible, then |
woul d recommend taking a | ook at a book just published
by the National Acadeny of Science National Research
Council panel | served on that essentially talked to
this issue at the level of Federal drug controls on
cocai ne and marijuana and other drugs that are not in
the purview of the prescription realm but are on the
street.

There is an alternative, which starts with
simul ati on studies and then system research approaches
from econonetrics. | do think, particularly where we
have data systens |like IM5, Anerican Provides and

other data systens, the RADAR system that Pharnma
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Purdue is devel oping, and the ike, the are
opportunities for systens research to nodel within the
context of error and sensitivity analyses what wll
happen under different constraints.

The constraints can be increases in cost
to the doctor. They can be increases that is nore
time the doctor has to spend on the problem They can
be increases in the price of the drug. There are
different intervention elenments that can be nodel ed.

The results that you get there have
l[imtations of the sanme type | was nentioning earlier
about surveill ance dat a. But i f in fact
experinentation is not -- formal experinmentation is
not possible, we don't have to throw in the towel and
say, well, all we are going to get is a before and
after study and never know whether it was regression
to the nean or sonething el se.

W have alternatives wth advances in
computing and processing speed. They are now at our
fingertips where they weren't available 20 years ago
when | was talking, and | suggest you l|look in that
direction. Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very
much. Dr. Roberts, you are on deck

DR. ROBERTS: Thank you. Well, we began
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this part of our discussion by asking if there were
nmetrics or outcones neasures around addiction that
woul d be hel pful.

My conclusion is no, and the reason | say
that is that the special groups that have worked on
this that are the experts have only in the |last couple
of years conme up even with a definition of what
addiction is, much less tested it for its validity and
utility.

So to be sonehow, you know, holding a
product manufacturer accountable for sone outcone on a
gold standard that's not even been proven to be gold
or tin or brass or whatever, | think, is a little
unwi se.

| have also |learned during these two days
that the predictors that we have for this bad outcone
of a diversion are not very good, that your risk is
sonmewher e between one and 47 percent, but even if you
are in the 47 percent group, you may still have a
legitimte need for the nedication.

In sone ways, the FDA has traditionally
handl ed that probl em of prediction wth the
i ndications on the |abel. That was when you were
supposed to use the drug, and it's pretty fuzzy stuff

ri ght now.
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| very much agree with Doctors Foley and
Ant hony that we would probably be better served by
recomrendi ng a change in the |anguage that we use and
focus nore on issues of the behaviors -- in other
words, diversion as opposed to using the medication
for its intended -- and nmaybe we need to conme up with
sone new acronym

Maybe we would use sonething |ike MJRBS,
Medi cation Use Risk Behaviors, and we can call them
MJRBS instead of PURBS or whatever it Dbe. I also
t hi nk you have a real denom nator problem here, as was
pointed out, in that it's not just, you know, how
often do bad things happen against how many tines the
nmedi cation is prescribed. It's also how often was the
DEA smart enough to find all the bad things happening,
because there are probably lots of folks that never
get detected that are diverting all over the place.

So it does cone back, to ne, to the whole
i ssue of safety. | tend to think of this sort of at
two levels, the individual prescriber and then a
public |evel.

For the individual prescriber, as | said,
| spent npbst of ny career trying to change physician
behavi or through guidelines, research and things that

|'ve done. Wat |'ve learned from that is, while

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

311

continuing education is not the answer, you have to
start there. |It's like turning the soil and planting
the seed, but you got to keep watering and fertilizing
and doing all the other stuff before you get the crop
to cone in.

Once you've got it rolling, hopefully in
the right direction, you have to reinforce it. That
nmeans point of care tools that the clinician can use
right at the point of taking care of the patient.
That often means in nobst doctors' offices getting the
nurse to do it, because then you wll be sure it's
going to get done. That neans creating feedback | oops
so the doctors know where the nean is and can regress
toit.

| have a little bit of concern about
registries, because again one thing |'ve | earned these
two days is, if we have a problem it's wth
underutilization, underprescribing, and there's enough
stignma attached to these nedications that registries,
| think, are going to scare people away.

Now nost docs expect ‘that they are
probably on sonme kind of a registry. | don't know if
we are or not, but | think nost of us figure we
probably are, that sonebody is tracking our DEA nunber

out there sonewhere. So it doesn't bother ne that you
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are looking at ny patterns or what ny pharnacist is
doi ng.

It does bother nme as a potential patient
that you m ght be looking at me as an individual. So
that nakes ne a little bit nervous, and it's one thing
to think about.

The other thing I would be concerned about
as we think about Phase |1V trials to nonitor this
stuff is, if you put too nmany barriers in the way of
just getting the job done, you are going to dissuade
peopl e from perhaps even seeki ng care.

Wat | nean by that is in the average
fam |y/doctor encounter, average patient, all comers,
there are eight nmajor problenms to deal with every
visit on average, and |I'mnot tal king, you know, |eft
ear, right ear as two probl ens. |"m tal king heart,
| ung, ki dney, depression, whatever.

M/ experience wth people that have
chronic pain syndromes is they got lots of other
pr obl ens. They are depressed. They have heart
failure. Their knees hurt. | mean, it's one thing
after another. If you nake this too conplicated,
you're not going to get them comng in. They are
going to be, you know, figuring out some other way to

take care of their problens.
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So | think at a public health level, as we
nove to that level, the thing | would really encourage
the agency to do is to consider sone of what has
wor ked.

You know, if you look at the history of
tobacco use in this country, it's really interesting
that in the Sixties when the Federal Conmmunications
Conmi ssion required equal tine advertising and you
began to see anti-snoking nessages on television for
the first tinme, it was the first tinme since the turn
of the N neteenth to Twentieth Century there was
actually a decline in snoking.

California has seen this wth their
tobacco tax that's gone into counter advertising.
Maybe one of the things to do as a part of the
mar keting of products as conpanies increasingly use
OrC advertising as one of their strategies is to
compel them to have a fairly precise nessage that
really focuses people on the potential concerns around
di versi on, whatever the issue is.

Frankly, nost of those OIC ads right now -
- You know, if it's a 30 second spot, you get 26
seconds of sonebody running through a field of
flowers, and then you get four seconds of sone

aucti oneer saying, oh, by the way, your hair can fal
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out and you can die and this and that, you know.
So let's get people to focus and be a
little nmore prescriptive at a Federal |evel on what we

are going to allow the conpanies and their advertisers

to say.

ACTI NG CHAI RVAN KATZ: That's it?

DR ROBERTS: God, | hope so.

ACTI NG CHAI RVAN KATZ: Jeff Bloom you
wer e next.

MR. BLOOM  Thank you. If 1 could be so
bold as to try to tie together a lot of points that
peopl e have brought up. Seens to ne that there is
certainly w despread agreenent that one of the issues
is undertreatnent, not overtreatnent, of people
currently.

One of the other issues is post-nmarketing
and safety. The other issue is risk and risk
managenent and, of course, the biggest issue of all,
of course, is who is going to pay for this, and how do
we get industry and, obviously, NNHis not going to do
it.

| woul d suggest that there is a nechani sm
in place that the FDA does have experience with and
that they are currently working with now and may be

the appropriate nmechanism to be doing this research,
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and that is the CERTS, the Centers for Evaluation and

Research in Therapeuti cs.

| ndustry has experience in working wth
them The FDA is working with them currently now on
post-marketing toolkits for risk managenent for other
drugs that would have simlar things. They are very
good at -- Dr. Portenoy nentioned the QrI-interval
thing, and that is sonething that the CERTS di scovered
t hrough their research.

Perhaps that is the appropriate place, and
that is funded through AHRQ which does not cone out
of FDA' s budget, which is also another plus, and it's
university based, and they are up and running. So
it's not reinventing the wheel, and it could be a very
good nmechanismto do a |lot of these things and capture
a lot of the information, because they can serve a
multi -- It could be nulti-factorial in their
approach, and they have the skills to do this. So
it's not sonething that they would be starting from
scrat ch.

ACTI NG CHAI RVAN KATZ: Comments from the
FDA about that potential funding mechani sn?

DR KWEDER: That is a potential, and
right now to ny know edge none of the specific centers

that are funded have expertise in this area, but that
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is something that could be | ooked to for the future.

Many of the things that they are | ooking
at, though, are related to sone of the things that we
have been talking about regarding risk mnanagenent,
such as what are the factors that influence prescriber
behavi or, what kinds of outconmes should be neasured,
how do you develop netrics that wll get you the
i nformation you want.

That would be translatable to this area,
but perhaps discussing with the CERTS, expanding their
thinking to include sone of the specific questions in
this therapeutic area woul d be useful.

ACTI NG CHAI RVAN  KATZ: I'd like to
introduce another dinension into this discussion.
W' ve had a lot of discussion about what a potentia
ri sk managenent program could |ook |ike, what a |ight
one could look Iike, what a heavy duty one could | ook
like, the sorts of things that -- the sorts of
constructs that it could be trying to address.

W've certainly heard a lot about the
potential risks of the risk nmanagenment program and the
ways that it could go very wong in ternms of not
having a clear goal, a clear conception, a clear
f eedback | oop such that it could be nodulated as tine

goes on to not be -- need to be a living program as
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Dr. Haddox stated earlier, false alarns.

There are all sorts of ways that it could
be gotten wong. So we've had a | ong discussion about
what potential risk nanagenent prograns could | ook
l'ike.

| wonder if we could talk for alittle bit
on when it would be appropriate to think about a risk
managenent program since we have not really hit that
guestion. |If another mu agonist conmes on the narket,
do we need a ri sk managenent program for that? Should
one automatically be there for every new nu agoni st ?

Should it be just for new different kinds
of opioids, new delivery systens, delivery systens of
types that we don't have a |ot of experience with as
opposed to types that we do, when we are anticipating
launching it into populations that nay be nore
vul nerabl e? When should we be thinking about changi ng
the way things are being done al ready?

Conment s about that? Actually, Dr. Foley,
you were on deck for the next conment. So if you
would like to address this, it's your turn.

DR FOLEY: | would, but again | keep
arguing for information. | think one of the ways that
woul d help us try to make the decision about the next

drug that cones on the market is to ask the FDA to ask
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the DEA to give themthe real data about where this is

comng fromand to give any resources we need to the
DEA to figure out where this problemis from because
| think we are very, very confused about where it's
comng from and, therefore, we can't create the risk
managenent strategy that we need to.

That would be ny sort of first strong
sense, that any new drug com ng out would be based on
the past history. If you |ooked at the M5 Contin or
all of the slow release -- or controlled release
nor phi ne preparations, you would not have predicted
this woul d have happened.

So you enter this wthout having predicted
this. Now you have this, and if you want to predict
the next one, then we need to know what the issues
were, and we need to know how nuch is this issue of
t he drug noved sonehow or other into a diverted nmarket
and then being widely distributed, and how nuch it has
anything to do wth wpain, anything to do wth
patients, and anything to do with the nedical arena.

| think we are just lost at this, and I
think it's been broadly represented to the nedia, to
the FDA, to all of us, in a very mxed way. Sonebody
has to get a handle on this to be able to devel op the

right kind of policy, because | think we nmay be
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wasting a lot of tinme on the wong policies, and |
would want to call that to attention as the sort of
first issue.

ACTI NG CHAI RVAN KATZ: So it sounds Ilike
what you are saying is that, to the extent to which a
ri sk managenent programis targeted toward addressing
the specific issue of diversion to nonpatient
comuni ties before we run ahead and start recomendi ng
ri sk managenent prograns, we ought to | ook harder at
the data that we already have and speak nore to first
determne whether or not it really ought to be
sonet hing that we shoul d do.

DR FOLEY: Yes. | think there is no
guestion that any physician who is prescribing an
opioid in the setting of understanding what an opioid
is, understanding that it's a controlled substance,
understanding that it's a Schedule 11, understanding
that they have to have a DEA Ilicense -- those
physi ci ans al ready know a | ot of information.

So | think the question is what has gone
wong in this? And if it has nothing to do with that
group  of individuals but wth a whole other
mar ket pl ace out there, then putting nore enphasis on
that group isn't going to get us anywhere.

ACTI NG CHAl RVAN KATZ: Now as we have
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heard from a nunber of other folks around the table,
including Dr. Reidenburg who rem nded us about the
patient oriented outcone being a «central focus,
patient safety, it seens |like risk managenent prograns
could have multiple purposes other than getting at the
di version i ssue, which not in fact be the best purpose
for a risk managenent program

So to get back to the question | posed
when would it be appropriate to consider risk
managenent prograns specifically for the patient |eve
out comes issues? Let's see, who was next?

DR ROBERTS: Nat, could | just junp in
real quick, so as not to |lose Dr. Foley's coment ?

ACTI NG CHAI RVAN KATZ:  Yes.

DR. ROBERTS: Well, this is very quick
It seenms to me -- and this is the lawer in ne |eaking
out -- that one way is do this contractually. In
ot her words, there are going to be some drugs that are
brand new, innovative therapy, different delivery
system You' re kind of nervous about it. You are
going to probably say wup front we need a risk
managenent program

There are going to be other drugs, you
think, gee, this looks a lot |ike other stuff that

we've already had; probably don't need a risk
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managenent, but you put it in as a codicil to your
contract with the conpany that, if these problens
arise, then you have to be prepared to have a risk
managenent programin pl ace.

That, to ne, seens a way to deal with Dr.
Fol ey' s concern about sort of doing this in a bl anket
way for every nu opiate that comes down the |ine.

ACTI NG CHAI RVMAN KATZ: Is that feasible
froma regul atory vantage point?

DR RAPPAPORT: Yes, and that's pretty
much what we've been doing at this point.

DR ROBERTS: | knew it was a good idea.

ACTI NG CHAI RVAN KATZ: Dr. Reidenburg, you
wer e next.

DR RElI DENBURG Yes. My answer to your
guestion is to do a risk nanagenent program It's
needed when there are specific risks that can be
managed by such a program

| think we are lunping a lot of things as
if they are just opiates. For exanple, we tal k about
the speci al storage need and child resistant
packagi ng, and certainly the problens for children and
ferrous sulfate is well known and serious, and many of
t he cardi ovascul ar drugs.

So the issue of protecting accidenta
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chil dhood ingestion is a generic one, and opiates are
neither nore nor |ess serious than many other drugs I
can narne.

Somet hing that we didn't tal k about that I
do think is something to consider is the issue of
medi cation sharing within a famly. A person got a
prescription for opiate-acetam nophen conbination for
trauma, shares with a relative followwng a denta
extracti on when what the dentist gave wasn't enough.
Technically, this is diversion. Medically, | think
nost of us would turn our backs on it.

I'm worried that this whole idea of the
germ ri sk managenent as we are expressing the concept
can lead to excessive expectations, and that we are
prom sing what we can't do.

Anot her exanple -- and here again, | think
splitting, as we do in research, is helpful. Most of
us have our DEA nunbers printed on our prescription
pads. W hear that this is wong. |If this is really
a problem then what we need is a program to get us
physicians to stop printing our DEA nunbers, if that's
a source of diversion. Yet | don't hear any of that
being considered in the risk managenent that we are
tal ki ng about .

W' ve been talking a |ot about the need
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for all kinds of research, and yet the ER SA

requirenents for pati ent confidentiality to be
i npl emented this year gives us a whole new |evel.
It's one thing when we are talking about getting
information for | aw enfor cenent or requi r enent
regul ati ons, but where we are tal king about research,
then we really need to rethink what can we do with the
regul ations of ERISA that we are all going to have to
[ive with.

| think that this will influence a |ot of
t hese recomendati ons. As | looked at the list of
things that M. Davis presented, as a physician if |
have a legitimte patient who is doctor shopping, |
don't have a way to know who else that person is
seeing in New York.

As | go down the whole list, there isn't
anything here that | as a physician have the capacity
to be involved wth, other than this crimnal
prescribing which is just crimnal behavior.

So that these were the thoughts. The | ast
thought | wanted to express is that an awful |ot of
what we've been saying these two days, particularly
with respect to conprehensive centers and referral to
groups, is establishing what 1'lIl call a very ideal

standard of care, but if that becones the standard of
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care, then there are an awful |ot of people who, for
either financial, geographic or other reasons, can't
get it.

If we are saying that those of us that
don't have access to this kind of a referral pattern
shouldn't start, then we are really raising a barrier
that | don't think nost of us here nean to raise. |
think we need to clearly differentiate what's the
ideal care, what standard of <care, and what's
necessary for rational drug devel opnent.

ACTI NG CHAI RVAN KATZ: Dr. Schuster, you
are next, followed by Dr. WMax.

DR SCHUSTER. Well, the question of when
one should <consider the developnment of a risk
managenent plan, | think, has already been covered.
Many of us have been -- Well, |let ne back back

The Col | ege on Probl ens of Drug Dependence
began 50-60 years ago, and it's goal was to find a
nonaddi cting replacenent for opiate analgesics wth
equal efficacy and, obviously, greater safety.

It was a neritorious goal, and remains a
nmeritorious goal, but obviously one that has not borne
fruit. Nevertheless, | think that we have to think
about the future where I would hope it would be, as

has been already alluded to, the discovery of multiple
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subtypes of norphine, opiate receptors, nmu opiate
receptors and other kinds of potentially new
mechani snms for effecting anal gesia, that we are going
to be noving perhaps into an era where we have to be
able to help the Food and Drug Administration to not
reflexively put sonething into Schedule Il because it
has an opiate-like structure.

| would rem nd you that nal orphine has an
opi ate-like structure, too, but it's an antagonist.
The point I'm making is that, if we are going to be
trying to encourage pharnmaceuti cal conpanies to
devel op either new preparations or new noieties that

are going to have anal gesic efficacy, we have to be in

a position to think about nethods that will allow the
Food and Drug Adm nistration to say, okay, well, we'l

consider putting this one in Schedule Ill as opposed
to Il, but we are going to have to really follow it

very closely to nake sure that we've not nade a
m st ake.

That's the kind of programthat | think is
i nportant, because industry -- if they can't get a
mar keti ng advantage, they are not going to try to
continue to devel op new products that are going to be
safer fromthe abuse vi ewpoint.

| think that that's a direction | would
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encourage us to think about in ternms of risk
managenent and what kinds of risk managenent
procedures we could have that would allow the FDA to
think about even | ower scheduling for t hese
subst ances.

ACTI NG CHAl RVAN KATZ:  Dr. Max?

DR MAX: Well, let me continue on Bob's
thene that a carrot is better than a stick. I f you
meant by risk nmanagenent program one where you really
ook for diversion and disasters, | think Sharon
already said that they are just going to do that if
there is already evidences of big blowup. That's the
only tinme they are going to nmake the drug conpani es do
t hat . However, if what you nean by risk managenent,
getting sonme data where none exists now about at one
year in the broad population what's the balance of
benefit versus inpairnment of function from opioids, I
woul d propose that for every opioid that comes up, the
FDA try to establish a carrot by considering a severa
tier labeling system using as a nodel the rheunmatoid
arthritis guidelines where, if they want to spend
extra noney to do a fewmllion dollar study to follow
a lot of people over a year, they can be the first
product to label that we know this is beneficial |ong

term

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

327

You know, | think this would take a | ot of
wor K, because it's different. The rheunatoid
arthritis guidelines were constructed in a setting
where there's a mature research field, and they know
how to neasure joint erosions and do clinical trials.

This is an area that is a just beginning
research field with very few junior investigators, and
it would need a lot of validation. So this would take
a lot of pilot studies and working out, but | would
propose this for every product with a several tier
approval system

ACTI NG CHAI RVAN KATZ: Could you descri be
the rheumatoid arthritis |abeling approach in nore
detail ?

DR MAX: | just know about it from one
talk I heard Jim Wtter give. He said that there was
a neeting, a long termtask group in the people that
are interested in arthritis in CDER CBER  and
Devi ces, and they constructed five different |evels of
| abeling, of which only the first two have been
reached by anyone.

The first level, you need to do, say, two
trials of an anti-rheumatoid arthritis drug, and nake
peopl e have less pain or feel better, with a short

st udy.
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Jim do you want to tell, or Lee?

ACTI NG CHAI RVAN KATZ: Anybody ever see
that Whody Al len novie where Whody Allen is talking to
sonmebody online who is saying sone nonsense about the

novi e, and then he happened to have the director right

here, and he pulls himout of the background. | never
thought | would see a real |life exanple of that unti
NOW.

DR WTTER Good afternoon. Yes,

Mtchell and | have talked about this in the past,
because we have a nutual interest in several things.

The RA guidances -- | think he's got it
pretty nuch straight. There are various claim
structures, and the thinking behind it for rheunatoid
arthritis were to act nore as carrots, as he said,
versus sticks.

So it's a structure that builds. For
exanple, the first approval is on signs and synptons,
because based upon what we know about conpounds in
this area, that's achievable for nobst conpounds, and
it's aclinically inportant outcone.

Then since we have a good understanding,
or did anyway, about other outcones such as structural
damage, that then would be a separate claim Trials

woul d be | onger. Qut cones have been specified, and
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sponsors, for the nost part, have gone after that. So
we are getting nore robust data. Again, this is going
for a disease nodification idea.

Then other kinds of clainms that are built

in, for exanple, prevention of disability, rem ssion,

again looking for nost robust datasets, |onger
dat aset s, but also different kinds of patient
out comes.

So | think what Mtchell is getting at is,
if we could do sonething simlar in the analgesic
spheres where we could get to an agreed to consensus
on what kind of outcones those should be, then how
could we develop the carrots at the FDA to kind of
acconplish that.

ACTI NG CHAI RVAN KATZ: Any other FDA
conment s about how that system  worked for
r heumat ol ogy?

DR S| MON: Since I'm a new kid on the

bl ock, | just want to make sure that everybody knows
that 1'm Lee Sinon. I'm the Division Director for
550, Anal gesi cs, Anti-inflanmatories and
Opht hal nol ogi cs. It's ei t her Oopht hal m cs or
Opht hal nol ogi cs. 1" m not sure.

| think that the structure of the RA

gui dance docunent is really a very |lovely nodel. It
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is also sonething that needs to be seen as an evol ving
nodel . It was witten at a tine when we had little
evi dence, but we thought these are the ways to go.

In that it has been used as a reward
system for the pharmaceutical industry, the sponsors
have actually allowed us to now create and coll ect
data that allows us to now, using evidence, reevaluate
where we are at.

In fact, we are quite thrilled with the
dat asets that have allowed us to understand the signs
and synptons, which is what people cone to see us
about, neaning they are hurting. They have arthritis.

They need to be treated for that.

It has also allowed us to understand the
destructive nature of the disease and how we can
nodify it. So for the first tine, we actually have
drugs that are | abel ed as being true disease nodifying
drugs by either retarding or inhibiting structural
damage.

W are still grappling with the issue of
the health related quality of |ife neasures, since |I'm
not entirely sure | wunderstand what health related
gquality of life nmeans nor how to neasure it as opposed
to disability or preservation of function.

| think that the kinds of things that we
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would like to see happen in the analgesic arena are
extrenely simlar. W would like to see |ayers of
approval that would allow the sponsor, the FDA, the
academ c environnment, and the other stakehol ders such
as patients to learn nore about how the therapies
actual ly take pl ace.

ACTI NG CHAI RVAN KATZ: Are there FDA
comments about that approach, in particular how the
reception was by industry to that approach?

DR SI MON: W actually were urged into
this approach by industry. The sponsors felt that, if
we were going to grapple with the idea of applying
various different indications like this, a -- they had
input into this, because they were involved in the
creation of the guidance docunent.

The process actually responded to what
t hey perceive they could achieve, and because it was a
carrot, it becanme very conpetitive. The idea was
bet ween sponsors that one drug mght be actually able
to look like this versus that. So that now we are
actually able to distinguish between nonsteroidal
anti-inflammtory dr ugs t hose vaunt ed anti -
i nfl ammat ory anal gesi c agents and drugs that actually
treat di sease as opposed to just signs and synptons.

So without such a guidance docunent, we
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would still be stuck in a realm of having equal
t her apeuti cs, t heoretically, because of their
approval, yet really doing very different things.

So | think sponsors have really been quite
appreciative of it.

ACTI NG CHAI RVAN KATZ: Mtchell, since you
brought the whole thing up, | wonder if you could take
a nonent to specul ate about how such a hierarchical
| abel i ng procedure mght |ook for opioid anal gesics,
and then, Dr. MLeskey, | would be interested in your
reaction to that proposal.

DR NMAX | think this is a very hard
thing which goes beyond ny clinical expertise, but I
woul d think that the nost inportant thing for a claim
at, say, one year is | think you need sone degree of
controlled experinments where you see if people are
better off being on opioids than if they were just on,

you know, nulti-disciplinary pain therapy for back
pai n.

You need a controlled experinent, nunber
one. That would let you see if there tol erance w pes
all your effect and you are just left wth a
physi cal | y dependent person in the sane boat they were
in before they started.

It would take a lot of thought into
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deci ding what the patient spectrumis. Probably you

shoul d say what you claimis what you study. | think
it would be very -- You asked here whether you shoul d
i ncl ude people who have a history of substance abuse.
There are probably ten or 20 percent of people who
have a history of substance abuse, depending how you
define it. It could be a big market, but | don't know
if -- It mght not be every conpany's cup of tea.
| think to have a nmeasure of function that
woul d be -- You don't have to call sonebody an addict,
but you can assess -- or you want to know -- Sone of
ny patients just take nore and nore drug, and they lie
around in their bed and watch TV and can't do anything
el se. You can tell that from going to work and being

perky easier than if they are an addict or not.

Yes, | think there would need to be a
program where we got the best -- encouraged the best
in academics to try to -- but that would be up to

i ndustry, if they are funding it, to have a lot of
smal | pilot studies, a lot of validation studies. But
| think probably the market and the race would solve a
lot of it.

| think, you know, to assess the best of
these things, I'"m not sure the agency would have the

personnel inside to be able to assess the fine points
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of it conpletely. So you would -- You know, you woul d
get help when you needed it. But those are ny only
t houghts so far.

| also want to nention, over lunchtine |
talked to a few of the higher |evel people who produce
these drugs, and | said would you be wanting to spend
a lot of nobney to do great science and go for an
additional |abeling that you could pronote, and they
said absolutely, as long as we didn't go broke, you
know, during the design.

ACTI NG CHAI RVAN KATZ: Dr. MLeskey, any
reaction to the concept of a hierarchical |abeling
procedure simlar to the rheumatology drugs in the
setting of opioids?

DR MLESKEY: Vell, | am famliar wth
the rheumatoid arthritis nodel, and | believe all of
us woul d respond positively to a carrot rather than to
the stick approach. So we woul d encourage that.

The concerns are, t hough, t hat our
understanding of the analgesic effects and addiction
far lags behind our understanding of the disease
process associated with rheumatoid arthritis. So
again with that as a caveat, then how could we nove
f orwar d?

This is such a diverse area that, |if
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anything like this were to cone about, | would
encourage a working group wth mltiple of the
pharmaceutical industry players involved, because |'m
sure not all of us would be thinking exactly the same
along those lines, and nmaybe then sone kind of a
gui dance docunent could be created. But | think it's
a good idea, but ny concerns are we just don't know

enough about the field to make it practical yet at

this point.

ACTI NG CHAI RVAN KATZ: Dr. Smiley, 1've
been keeping you on hold for a little while. Your
fl oor.

DR SMLEY: I'mtrying to renenber what
was going to say. | will make it short.

|"m actually sort of gratified with the
|ast couple of comments. W noved from this

di scussion of the structure of risk nanagenent
schenes. Dr. Foley just left, but I want to enphasize
from sonmeone who is not an addiction person or
particularly a pain nanagenent person that, sitting
here all day, it's actually been rather frustrating,
al nrost getting a little angry trying to figure out why
"' m being asked or why we all even are being asked to
come up with suggestions on managing the risks when

| aw enforcenment or the FDA or anyone can't even tell
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us whether the problem with Oxycontin was, you know,
five docs in Kentucky witing thousands of extra
prescriptions or, you know, five truck hijackings or
what it was.

So the idea that -- | nean, | think Dr.
Foley said this very clearly. So I won't say it
anynore, but it is actually kind of frustrating to be
put in the position of being asked to solve a problem
that can't even be defined to us.

| can't solve problens that | understand.

So | certainly can't solve problens | don't
understand and can't be given the facts on.

Then | guess in the sane context, ny only
coments of the afternoon then wll be that | am
concerned that there's a tendency when eval uating risk
managenent strategies -- there's only one success in
the kind of context we are talking about, and that's
no diversion, very little abuse.

There really -- Despite nice words that
some of us say, it's very unlikely, in ny mnd, that
an eval uation of risk managenment strategy wll include
how well are patients doing and is the drug being
restricted too nuch.

There is a tendency, and this certainly is

an issue in lots of other areas of our national
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consci ousness this year, to sacrifice freedom and even
efficacy for security. | think we need to be
concerned about that, and I know I am

ACTI NG CHAI RVAN KATZ: Sounds |ike you are
echoing Dr. Portenoy's concern earlier

|"m prepared to | eave the risk managenent
arena unless folks from FDA have any continuing
guestions on that. Have we done a job on that
guestion? W could nove on to the other questions
that were originally outlined for this afternoon.

| wonder if maybe, Bob, you could give ne
a sense at this point of how nmuch nore information you
would find helpful for today on the clinical trials
i ssues and the preval ence issues that are questions 1
and 2 on our page today.

DR RAPPAPCRT: Well, | think that the --
Whi ch questions are you tal king about? You're talking
about the ones |I gave you this norning or the --

ACTI NG CHAI RVAN KATZ: No. There's this
guestion Nunber 2 about discuss the nmethods for
assessing and nonitoring addiction in the clinical
setting; should these be extended to the clinical
trials. That's sonething that we haven't really
spoken about. |I'mnot sure how --

ACTI NG CHAI RVAN KATZ:  No, | think briefly
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bring that up. That would be useful, yes.

ACTI NG CHAI RVAN KATZ: Let's nove on to
t hat then. "Il reread that question, since | just
munbled it out a nonment ago: Discuss the methods for
assessing and nonitoring addiction in the clinical
setting.

| think we have already spoken at |ength
about that. Dr. Passik spoke to us about that. I
alluded to the difficulties of self-report and the
possibilities of urine toxicology and ot her options.

Are there nethods that may be extended to
the clinical trials setting? So | guess in ny mnd,
what this question is getting at is that, if there are
negative outcones that we are concerned about on a
patient level wth the prescription of opioids,
specific safety issues on a patient level, are there
ways that we should be nonitoring this in the clinica
trials setting that we are not doing right now?

Dr. Schuster?

DR SCHUSTER: Well, two things. First of
all, although it is not -- These are sinply
i ndi cati ons. These are not strong neasures, but |
t hi nk, nunber one, in nost clinical trials people are
provided with extra nmedication in case they happen to

drop their current supply down the toilet. Does that
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happen to a greater extent with this nedication than
it does with placebo? Sinple -- you know, | nean,
it's easily done. That data is easily collected.

Secondly, at the end of the tine that the
clinical trial is over -- Now | have to confess that
here | don't know -- Because these are opiate
anal gesics and they are being used for the treatnent
of pain, this conplicates life for ne.

Oten with other classes of drugs, we not
only look for signs, in quotes -- and | know that
physi cal dependence is not addiction, and |I'm quite
aware of that. But we could |ook at |east as a subset
of individuals, at whether or not there is the
energence of a wthdrawal syndrone. That i ncl udes
strong drug craving.

Now the problem here, of course, is that
if the person is relenting to pain, it's unlike when
I"'m dealing with -- I'm talking about a different
class of agents, and | realize as |I'm saying this that
it probably is not applicable in this setting. But
the only time that we are interested in physical
withdrawal is when it has a notivational conponent for
drug seeking behavior, and if there is sonme way of
doing that in a controlled fashion that is over and

above that which is seen sinply because of the
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reemergence of pain, then that clearly would be an
indication that this is a substance that we have to
wat ch.

ACTI NG CHAI RVAN KATZ: So it sounds Ilike
you are saying that at a mninmum it would be
appropriate to ook at sinple conpliance netrics that
are collected anyway, and then if one wanted to go
beyond that, you would think about nonitoring for
wi t hdrawal craving, that sort of thing.

Any ot her thoughts about how one could --
about the appropriateness of enhancing nonitoring in
the clinical trials setting? Dr. Roberts?

DR ROBERTS: Well, | think it's inportant
if the concern here is diversion, which is what |
think we are tal ki ng about.

ACTING CHAI RVAN KATZ: I"'m actually
referring to specific patient safety issues.

DR ROBERTS: Wll, let me go on wth
that. | nmean, if that is the concern, though, | nean
ultimately, you have the patient before you who has
been prescribed a drug, and the question is are they
using it appropriately or not.

As we've heard tinme and again these two
days, you nmay need huge anounts for an individual

patient. So I'm not sure you can use any kind of a
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benchmar k agai nst which to neasure them So |I'm not
sure urine levels are going to be helpful, because
they are going to have the drug in their system They
are getting it appropriately prescribed.

The question is are they having to do
ot her things behaviorally to get additional drugs, but
again you still have the problem are we just
undernedi cating then? 1s it pseudo-addiction?

So it seens to ne that the bigger concern
is other folks getting their hands on the drug that
shouldn't have it in the first place, and that you are
going to have to rely on things other than nedical
nmeasur enents, clinical measurenments. You are going to
have to rely on the crimnal justice system and, you
know, doctor shopping and electronic nonitoring of
what happens with the scripts.

So | don't think I can in the individua
patient talk about addiction here, because all of what
|"ve learned these two days is that people that tend
to be addicted sort of cone to the narcotics
prescribing with their addiction because of post-
traumatic stress disorder or they had a predisposition
to addiction in the first place. It's not that they
got this new drug for their pain as the cause of their

addi cti on.
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ACTI NG CHAI RVAN KATZ: Are you suggesting

that we should nore carefully track psychiatric or
psychol ogi cal conorbidities in opioid clinical trials
for chronic pain?

DR. ROBERT: Vll, | think it will help
you understand this phenonmenon we've call ed addiction,
and yet I'm a little hesitant, as Dr. Foley and
Ant hony and others have said, to even use that term
because I'mnot sure what it neans anynore.

More inportantly is, if the concern is
havi ng sonebody use a drug inappropriately, that is
going to relate to their behaviors, not to their
clinical status per se, you know, how nmuch drug am I
t aki ng. Vell, if I'm actually swallowing all the
pills that |'m supposed to be taking, unless |I do it
in a suicidal fashion, you' re not going to know the
upper threshold for ny pain nanagenent. So that's a
probl em for you

The other group, which | said my be
easier to nanage, you're going to mnanage through
soci al measurenments, you know, crimnal convictions
DEA investigations, doctor shopping, prescription
hoppi ng, that kind of stuff.

ACTI NG CHAI RVAN KATZ: That sounded |ike a

yes to the psychiatric conorbidities issue. Are you
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also then suggesting that we track aberrant drug
taking behaviors formally in opioid analgesic trials
for chronic pain?

DR ROBERTS: | would, and | wasn't being
compl etely facetious when | tal ked about coining a new
acronym sonething |ike Medication Use R sk Behaviors,
because that has worked well in the context of HV
di sease.

People can understand when they do
sonmething that may put them at greater risk. That
makes sense to people. They don't |ike being |abeled,
however, and that's what using terns |ike addiction
does.

ACTI NG CHAI RVAN KATZ: Cearly, there are
stigmatization risks that we want to strive to avoid.
| think everybody in the room understands that.
Anybody else feel that we should be tracking
psychiatric conorbidities and aberrant drug taking
behavior in opioid trials for chronic pain? Dr.

Tobi n?

DR TOBIN. | think it's necessary that we
do that and, secondly, to subcategorize the patients
as they are entering into the protocols; because we
may find that, either by specific diagnosis or having

a parallel diagnosis, it is actually going to be the
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predictor of the conorbid other drug use. Then
secondarily, not only identify that psychiatric
description or other conorbid diagnosis that exists
upon entry. W need to have potentially sone uniform
wi despread screen of all the other potential drugs of
abuse that we think those patients would be at risk to
go coadm nister, and neasure them either by blood or
urine |evels.

That's a pretty far-reaching statenent
that is not very easy to acconplish. Tal ki ng about
everything from acetam nophen, nonsteroidals, other
opi oi ds, anphetam nes, tricyclics and on and on.
There are probably at Ileast two dozen different
classifications there.

| think that those will be necessary to
track in order to determ ne whether this new drug that
we are actually trying to neasure is evoking other
behavi ors.

| think the nore expensive way is to put
themin an inpatient hospitalization, and that's going
to reduce our willingness to come in and be in the
studies, at least nmany, and it's going to be a |ot
nor e expensi ve.

ACTI NG CHAI RVAN KATZ: Are you suggesting

that we nonitor conprehensive urine toxicology screens
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as an outcone neasure in opioid trials for chronic
pai n?

DR TOBIN | think I am

ACTI NG CHAI RVAN KATZ: That wasn't as hard
as | thought it was going to be.

DR TOBIN. You asked a | eadi ng question.

ACTI NG CHAI RVAN KATZ: That's what they
pay ne the big bucks for. | want to continue to go in
order. Jeff Bloom you were next.

MR. BLOOM  Just before | get nauseous and
| hear "doctor shopping”" one nore tinme, let me just
say as from a patient perspective that there is this
perception that people would doctor shop sinply to
seek drugs and for drug diversion, and there may be
some situation of that. But there is also a
situation, and this is a very real life situation for
patients, where they have to doctor shop because they
can't find a doctor that is willing to wite them the
prescriptions necessary to treat their pai n
adequat el y.

| will give you a perfect exanple, and I
don't mnd revealing this, and it's nmy partner who is
on 900 mlligrans of M5 Contin, 450 of oxycodone and
100 -- 300, I'msorry, 10ng Valiuns a nonth, which is

a very large prescription.
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Now it doesn't take a genius to figure out
that, yeah, you mght have to go see four or five
doctors until you find the right doctor to do that.
In his case -- and then this m ght be a useful thing -
- is he was put in the hospital, and it was found --
to find what was the level of appropriate opiate
treatnent to get his pain under control after being
undertreated for many, many, many years. But this
concept of people are just doctor shopping randomy to
sort of just play around with medicine, | think, is
i nsul ting.

Wil e there may be sone cases |ike that,
think it's nore frequently that there is a very rea
problem with patients having problens and doctors
bei ng very frightened over the DEA and their |icenses
witing those kind of prescriptions for patients that
desperately need their pain to be under control.

ACTI NG CHAI RVAN KATZ: You're next. I
just want to introduce one or tw -- You're next, |
prom se. Let ne blab on for just one mnute.

| think you are raising a very inportant
point, which is that all these things are really
surrogate neasures of what we are interested in. The
aberrant drug taking behaviors, as Dr. Portenoy and

Dr. Passik pointed out earlier, we're not really sure
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exactly what those nean.

You know, if the patient is calling the
clinic all the tinme or all these other things, is that
a problemwith the clinic, with their honme situation?
Ve don't know.

We just conpleted a study of 122 patients
| ooking at their urine toxicology screens. It was all
of our patients over a three-year period of tinme being
treated with opioids long term for chronic pain. It
was presented in abstract form a few nonths ago, and
it's submtted for publication now.

W found that about one-third of our
patients had what we call positive urine toxicology
screens, meani ng either an illicit subst ance,
marijuana, cocaine, what have you, a nonprescribed
controlled substance, another opioid we weren't

prescribing, etcetera.

W don't know what that neans. Those
patients nmay have been doing all fine with their
opi oi ds. They may all have had a real addiction

probl em W really just don't know. So by itself
t hese things are surrogate measures.

W also conmpleted another trial that was
sponsored by a pharnmaceutical conpany where we

required a conprehensive urine toxicology screen on
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entry, since one of the entry criteria was no active
subst ance abuse, you know, whatever that neans, and
why ever we were doing that.

W found that about -- Despite a self-
report of taking no other concomtant nedications,
etcetera, we wound up excluding sonmething like ten
percent of our patients because they in fact
subsequently were shown to have a positive urine
t oxi col ogy screen at the tine of their incorrect self-
report.

What does that nean? Does that nean those
patients would have done less well, nore well? W
really don't know what these surrogate neasures nean

So we have to be careful. But it sounds like there
is afeeling like there nmay be a hint, a signal, mybe
telling us something useful that needs to be eval uated
further.

Dr. Parris, I'm sorry, | interrupted you
bef or e.

DR. PARRI'S: Thank you. The comments of
M. Bloom are well taken, and his partner clearly
needed -- required the care and support of the nedica
pr of essi on. It's also inmportant to recognize that
there are sone patients who use that very sane

principle, and they don't need that kind of care. The
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task of the physician is to try to differentiate, and
you can be wong sonetines.

Now t here are sone patients who have given
up on doctor shopping. The studies -- | think there

was a study in New England Journal of Medicine in 1998

that showed that one in three Americans have given up
on the nedical profession and have turned to
alternative nedicine, and we don't know what kind of
nmedicine they are getting from those alternative
sources, and sone of them may be getting opioids and
ot her anal gesics. Were is it comng fronf

Are there other health care professionals
prescribing nedications that are not under the purview
of the DEA or the FDA or whatever agencies? | refer
to nurse practitioners or are there any other health
care professionals witing those prescriptions?

So that's a whole area that we have not
addressed, that of alternative nedicine.

ACTI NG CHAI RVAN KATZ: Dr. MN chol as,
foll owed by Dr. Max.

DR McNI CHOLAS: Yes. Il would like to
endorse the idea of doing a psychiatric assessnent on
patients comng in for clinical trials on opiates, for
two reasons.

First of all, | think that one of the
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things that has cone up repeatedly over the past two
days, and certainly in this norning s presentations,
is not only with patients with substance abuse issues
are you going to have psychiatric conorbidity. A |ot
of your patients wth pain are going to have
depressi on, anxiety, etcetera.

Per haps some of those are maybe not in Dr.
Portenoy's program but in other prograns not being
appropriately managed with things other than opiates,
and perhaps treating their depression nmay decrease
their reliance on opiates for their pain managenent.

So what we mght do is get a better idea
of what patients entering pain nmanagenent treatnent
ook like, so that we can better manage the entire
patient.

The other thing that | wuld Ilike to
endorse is Dr. Tobin's suggestion that you do urine
testing on these patients, because for one thing, if
they are going outside to get benzodi azepi nes, other
opi ates, etcetera, sonmething is not being attended to.

| think that you can use sone of the
surrogate neasures that we nornmally use in sone of our
substance abuse trials to look at whether or not
patients are inappropriately using medications.

You can use conputerized tops to tell you
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when the nedication was taken. Was it taken on
schedul e? \Was it taken early? Did they take it
|ate? Sonetines what we find is the patient said |
didn't think I needed it, so | just didn't take it on
that one. That tells you sonething, too.

So | think that there are a variety of
surrogate neasures that you can use. Do they need
t ake- honme nedication nore often? Do they need rescue
nore often? Are they using, by conputerized chips,
the nmedication as it's prescribed, etcetera?

Just on the data that you presented on
your patients, you elimnated ten percent of your
potential subjects on the basis of a urine tox. Wat
did you do for al cohol?

ACTI NG CHAI RVMAN KATZ: | don't renenber
of fhand, but ny guess is that, if they had al cohol in
their urine at the tine that they canme to the clinic,
we probably would have excluded those patients as
well. But | don't renenber that for sure.

DR, McN CHOLAS: | keep hearing these
things of six and seven percent for substance abuse.
Jim | think your data showed, what, 15 percent of the
popul ation at risk or with a diagnosis, a lifetine
di agnosi s of al cohol dependence?

DR ANTHONY: That would be a little high,
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but not necessarily for the pain population but in the

general population, it would be closer to eight to ten

percent. But active alcohol or drug dependence woul d
be not ignorable. It would be two to four percent if
you conbine all of the controlled substances and

al cohol toget her.

DR ROBERTS: And tobacco, about 20 to 25
percent, if you want to tal k about |ethal drugs.

DR ANTHONY: If you count tobacco, you're
tal ki ng about 24-25 percent.

ACTI NG CHAI RVAN KATZ: So it sounds
certainly like one of the suggestions that | want to
make sure wasn't lost that you just made is that
monitoring of urine toxicology screens during an
opioid clinical trial for chronic pain mght not only
be a potential outcone neasure, as Dr. Tobin said, but
al so would be a potential safety neasure of safety of
the patients during the conduct of the trial, and
that's a very interesting point.

Dr. Max, you were next.

DR MAX Particularly in the |onger
out come studies, | think, you should absolutely have a
psychiatric evaluation, not only for stratification of
risk to understand who has what risk, |ooking at nood

di sorders, PTSD, and so on, but also for the outcone
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to see what opioids do.

| recall that in your four-nonth study of
opioid treatnent of back pain patients, there was a
striking inprovenent in anxiety. So it was really --
You know, it was a really good anti-anxiety agent.

| would add, be sure to include the nulti-
somat of orm  di sorder, a primary care somatoform
di sorder, because a | ot of people would think that you
should not treat people with nultiple unexplained
synmptons |ike fibronyalgia, etcetera.

ACTI NG CHAI RVAN KATZ: Any other -- Jeff
Bl oonf?

MR BLOOM | just wanted to add a couple
of things and endorse the point that she nade.

One of the things about the psychiatric
part that | think is extraordinarily inportant is,
getting back to ny partner again, he does suffer from
PTSD, and he's a victimof childhood sexual abuse; and
because of that, his pain threshold is nuch | ower, and
he experiences pain in a much different way, and it's
not an uncommon phenonenon

In terms of the way they work things, he's
under a pain contract, and at anytine -- He is given a
nmonth's supply of drug, and he is going to be given a

two-nmonth supply of drug soon. But at anytine they
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can call him up, and he can be called in at anytine
for a randomurine test.

That's part of the contract, but the
contract is a two-way contract where the pain clinic
has certain things that they assure him and the
patient has certain responsibilities, and it's a two-
way street. In that way, it's not meking it, you
know, a good guy/bad guy kind of thing, but it's a
nmut ual responsibility thing.

| think there is nothing wong wth that

at all, especially in terns of those kind of |evels of
opi at es.

ACTI NG CHAI RVAN  KATZ: Sur e. Dr.
Chi | coat .

DR CHI LCOAT: A nunber of issues related
to psychiatric conorbidity. Qoviously, the data we
showed today from say, the National Conorbidity Study
showed very strong associations, but it's hard to tel
where the source of the drug, whether it was
anal gesics, whether it was diverted versus used --
prescri bed by a physician and then the use took off.

One of the things we did find from that
study of PTSD, which | just briefly nentioned at the
end, we found support for the self-nedication

hypot hesis, but we're not really sure whether they
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were self-nmedicating or not, but there were two
guestions, two ways that people -- in terns of
prescription drug use -- could quality for a diagnosis
based on the instrunent that we used, the Diagnostic
| nt ervi ew Schedul e.

One was people who used the drug, were
prescribed by a physician and then went on to devel op
probl ens, and then also people who used on their own

and devel oped probl ens.

Both groups -- The probability of
devel opi ng drug dependence, prescription drug
dependence, was extrenely high -- relatively high for
the people who had PTSD versus not. So PTSD put

peopl e at risk, regardl ess of whether the dependence -
- drug dependence was due to use as prescribed by a
physician and then took off on its own or was used on
their own.
ACTI NG CHAI RVAN KATZ: Just a point of
clarification. | may have m ssed what you just said.
It sounds |like you were saying that fromthe database
that you alluded to you could divide patients into two
groups, patients wth active dependence who were
originally started on the nedication by a physician in
the medi cal setting versus those who started on their

own. |Is that correct?

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

356
DR, CHI LCQAT: Yes. The question --

There's kind of two ways to get into the dependence
guestions, but one is basically people who -- If you
don't use a lot of other drugs very nmuch, one to five
times, | think, you get sort of put into this. You do
get asked about whether you -- were you prescribed the
drug by a physician for treatnment of pain, a nunber of
different issues, and then if they did, then they ask
-- there are sone questions about using -- | can't
renenber the exact questions, but they then were asked
about dependence related to the use of those drugs.

So you can start to -- It's not a perfect
guestion, but there are sone ways to sort of tease it
apart in that particular instrunent. But in other
instrunents |ike the Household Survey obviously don't
separate out those uses, but we found that with the
odds of devel opi ng dependence, regardl ess of whether

it was prescribed by a physician or on your own, it

was about -- for people with PTSD versus not, it was
about, | think, 12 for the physician prescribed, then
dependence; and then about -- | don't know, it was

about 20 or so for the dependence on your own.
ACTI NG CHAI RVAN KATZ: Overall, of the
patients who eventually devel oped dependence, what

proportion developed it beginning in the nedica
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context versus beginning on their own in that

particul ar database?

DR, CHI LCQAT: Boy. | can't renenber
exactly. There weren't very many prescription drug
abusers anyway in the whole sanple. So it was
probably -- 1 don't know, maybe two-thirds were on

their own, and naybe a third for physician, sonething
i ke that.

ACTI NG CHAI RVAN KATZ: G her conments
about net hodol ogy for detecting these adverse outcones
that should be incorporated into the clinical trials
setting? For exanple, should we be nonitoring
neur opsychol ogi cal function routinely in opioid
clinical trials for chronic pain? Dr. Schuster?

DR SCHUSTER Let ne just ask one
guestion, because | am not acquainted wi th how people
-- either of the experts -- how you do long term
clinical trials. It's been suggested that there
should be clinical trials that | ook over the course of
a year, and we're talking about psychiatric
conorbidity.

You talk about stratification. Are we
tal king about treatnment of those psychiatric conorbid
conditions or -- W certainly can in an ethica

fashi on have people go for a year w thout treatnent.
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Are we going to ensure that the treatnent is uniform
across all the sites that these people are com ng to,
because if it's not, then you ve got really troubles
in terms of interpreting the interaction of that
treatment with the outcone for the treatnent with the
anal gesi ¢ agent.

What's the usual standard here?

ACTI NG CHAI RVAN KATZ: The usual standard
is that patients with any significant conorbid -- The
usual standard is that it's not even |ooked at. If it
is looked at, that creates problens, of course, and
patients with significant psychopathol ogy are excl uded
from the trial alnost universally in opioid chronic
pain analgesic trials, although typically that's done
by investigator judgnent. Sonetines it's done by
guesti onnai res.

If it is done by -- There have been
instances that | can point to. For exanple, we just
finished and reported a 690 patient study of a
nonsteroidal anti-inflammatory drug for chronic |ow
back pai n wher e patients with si gni fi cant
psychopat hol ogy by the judgnent of the investigator
were to be excluded. But of course, there was this
pesky questionnaire that they also filled out, and it

turned out that sonething like 10 to 15 percent of the
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patients, despite having been included by the
i nvestigator, had noderate to severe either anxiety or
depression, but there was no nechanism in the tria
built in a priori to deal with that. So it's never
been really dealt wth.

The question of neuropsychol ogi cal testing
in clinical trials -- should that be nonitored? Are
you going to answer this question?

DR MAX: No. I want to just respond to
Bob. I'mthe chair of our IRB. | think that if this
is an intervention into the nedical system one has to
gi ve sone people opioids, sone not. | think it's very
reasonable -- My IRB just reviewed that | could do a
psychiatric assessnent if sonme issue cane up just
during the -- The patient says, oh, |'m disturbed
about this. Talk to your doctor.

| don't think we are obligated as |ong as
the patient is infornmed that this is purely for future

know edge, and extensive psychiatric is not mandat ed.

DR.  SCHUSTER: Well, | guess, obviously,
| RBs di ffer depending upon where you are. Al | can
say is that, obviously, it would -- W would not adm't

anyone, clearly, for exanple, who had significant
maj or depressive disorders with suicidal ideation.

| mean, you know, these Kkinds of things
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are clear, but | just wondered whether or not people
were being treated for these, because if you are going
to then be nonitoring the urine for other substances,
as was suggested -- if they are suffering from
general i zed anxiety disorder and they are showi ng up
with diazepam in their urine, you know, this may be
self-nmedi cation as opposed to abuse of these things,
and that should be known.

DR. VAX: But in terns of
neur opsychol ogi cal testing, there have already been
many short term studies that show w thin about three
days of increasing the dose, people perform pretty
well, and a nunber of controlled trials show ng that
at six to eight weeks there is normal function on
stabl e doses of opioid. So | wouldn't make that a
high priority.

ACTI NG CHAI RVAN KATZ: There is actually
no prospective controlled trial |ooking at before and
after neuropsychol ogical function in patients given
opioids for chronic pain. The only study that's
avai l abl e is Jenni fer Haythornthwaite's study.

That was a sinple pre/post, single arm
open | abel study, taking patients already on opioids,
organi zing their opioids, and seeing what happened to

their neuropsychol ogical function, which actually
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inmproved in that particular trial. But there is no
ot her published controlled study.

DR MAX There are the two abstracts |
tal ked about that will be out in the next year, the
Rowbat han and the Raj a.

ACTI NG CHAI RVAN KATZ: What are the
results?

DR MAY: The results in Haythornethwaite
then tested people given placebo or opioid or
nortriptyline for about seven weeks, and there was
absolutely no effect on a whole battery of tests of
either of the nedicines and norphine 90 mlligranms a
day, nortriptyline 90 versus an inactive placebo.

ACTI NG CHAI RVAN KATZ: Super. Thanks.

DR SCHUSTER: I would also point out
there's a literature from nethadone naintenance
treatnent where cognitive testing has been done, and
it has been inpossible to distinguish individuals
mai ntai ned on very high doses of nethadone even from
mat ched nornmal controls.

ACTI NG CHAI RVAN KATZ: I still would
introduce a note of caution, that we are sitting here
with very advanced practitioners aware of even
unpubl i shed studi es, and there's still a Wwde

perception out t here in t he comunity t hat
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deterioration of neuropsychol ogi cal function is one of
the potential risks of long termopioid therapy.

It would seemto ne that a conpany that is
considering marketing a product would do well by
continuing to shore up evidence that that indeed is
not a problem | wouldn't be so quick to throw it
away, because a few of us here are aware that it may
not be an issue.

Dr. McNi chol as.

DR MN CHOLAS: Just to conment on that,
| would absolutely agree in shorting up the evidence
base, but | would also urge sonebody to perhaps
organi ze the present evidence and nake it available
for education, whether or not we can alter practices,
but certainly | think that that would be an
educati onal opportunity that people who are nmarketing
t hese drugs should not m ss.

ACTI NG CHAI RVAN KATZ: Are there any other
bur ni ng questi ons about how one nonitors these adverse
events in the clinical trial setting? Are there any
ot her burning questions? Dr. Tobin.

DR TOBI N Just a question, because |I'm
not a toxicologist, and | need soneone in drug
detoxification to potentially answer this or soneone

i n toxicol ogy.
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Is urine screening -- Even if we know all
the substances and netabolites we are going to | ook
for, is that sufficiently sensitive for what 1'm
proposing conpared wth needing recurrent plasna
sanpl es, or are they even conpl enentary?

ACTI NG CHAI RVAN KATZ: Dr. Rei denburg?

DR REIDENBURG Yes. | can address that
with respect to conpliance with other nedications.
That is that often the wurine screens are nore
sensitive, because of the concentration of the urine.

The issue is that for nmany drugs you need
to neasure netabolite which, being nore water sol uble,
often is harder to neasure, because the old fashi oned
extraction nmethods won't pick them up.

Another thing that is known from the
conmpliance neasurenents in hypertension is that
everybody has any hypertensive nedication in their
urine when they visit the clinic, but when you use the
conmputerized bottle caps, you see that conpliance is
m srepresented by urine testing.

ACTI NG CHAI RVAN KATZ: Are there any other
guestions or coments? Jeff Bl oonf

MR BLOOM Just one other coment. I
would be remss if | did not nention this. That is to

di spel the common nyth about opioids and the drug
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load. It mght sound like ny partner, given the |oad
of nedication that he is on -- you mght think he
woul d be a zonbie, but actually he has his |ife back.
He's nore productive than he's ever been. He's
painting again. He actually feels like a human being
agai n.
For people that think that, you know,
opiates are a fun trip for people, that it's just a
vacation, they are not. It's actually a way to have a
functional life from a very painful existence, and I
really hope everyone keeps that in mnd, that it's not
a joy ride for people.
You know, there are a few people that
certainly abuse it, but for npst of wus it's a
di fference between having a quality of life and not
having a life at all.

ACTI NG CHAI RVAN KATZ: Thank you. Vel |,

if there are no other comments or questions -- |I'm
giving everybody a last chance -- then 1'Il proceed
and adjourn the neeting with expression of -- GCh, Dr.

Kweder, did you have sone comment ?

DR KWEDER Yes. As you adjourn, | would
just like to thank the panel for your wllingness to
tackle these difficult issues that are often Ilike

Jello. They are often like Jello for us, too.
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In particular, | want to respond to Dr.
Smley's frustration. You know, the questions that
you asked about, you know, well, what's the diagnosis
-- those are the questions that we ask as well. W
have scoured the earth, believe ne, |looking for
answers to sonme of those.

Unfortunately, you know, as a public
heal th agency, we find ourselves in a situation of not
having a specific diagnosis or one with the acunmen we
would like, but being put in the unconfortable
position of being told we will do sonething.

Whet her or not that's politics or public
health is, you know, in the eye of the behol der, but
we live in a very political society, and we live in a
society that places demands on us, whether one
considers thempolitical or not.

So a lot of your frustration is exactly
the frustration that we feel, and we apol ogize for
sonetines not being able to be a little bit nore
specific, but you have given us sone great insights
that we will take back and try and create into sone
concrete efforts as we go forward.

Many of the questions that we've brought
to you today, hopefully, we'll be able to bring back

to this panel in nore focused, specific ways as we
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| ook toward specific risk nmanagenent prograns or ideas

to inplenent. So thanks, as well as the clinical

trials arena. Your discussion has been very hel pful.
Thank you.

ACTI NG CHAI RVAN KATZ: Dr. Rappaport, any
| ast words?

DR, RAPPAPCRT: I would just like to add
ny thanks. W have received a lot of interesting
comments over the last two days, and it's going to be
enor nously useful to us.

ACTI NG CHAI RVAN KATZ: Let me thank the
Conmittee for helping ne in having a very constructive
di scussion on sone very difficult issues, and to you
all for comng. Safe travels.

(Wher eupon, the foregoing matter went off

the record at 4:42 p.m)
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